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SUMMARY: The Food and Dmg 
Administration (FDA) is issuing a notice 
of proposed rulemaking in the form of a 
tentative final monograph that would 
establish conditions under which over- 
the-counter (OTC) internal analgesic, 
antipyretic, and antirheumatic drug 
products are generally recognized as 
safe and effective and not misbranded. 
FDA is issuing this notice of proposed 
rulemaking after considering the reports 
and recommendations of the Advisory 
Review Panel on OTC Internal 
Analgesic and Antirheumatic Drug 
Products and the Advisory Review 
Panel on OTC Miscellaneous Internal 
Drug Products and the public comments 
on the advance notices of proposed 
rulemaking for OTC interr?al analgesic, 
antipyretic. and antirheumatic drug 
products and OTC menstrual drug 
products that were based on the Panels’ 
respective recommendations. This 
proposal is part of the ongoing review of 
OTC drug products conducted by FDA. 
DATES: Written comments, objections, or 
requests for oral hearing on the 
proposed regulation before the 
Commissioner of Food and Drugs by 
May 16.1989. Because of the length and 
complexity of this proposed regulation, 
the agency is allowing a period of 180 
days for comments and objections 
instead of the normal fro days. New data 
by November 16.1989. Comments on the 
new data by January 16.1990. Written 
comments on the agency’s economic 
impact determination by May 16,1989. 
ADDRESS: Written comments, objections, 
new data. or requests for oral hearing to 
the Dockets Management Branch (HFA- 
305). Food and Drug Administration. Rm. 
4-82, 5600 Fishers Lane, Rockville. MD 
20857. 
FOR FWITHER INFORMAflOM CONTACT: 

William E. Gilbertson. Center for Drug 
Evaluation and Research (W'&210), 
Food and Drug Administration. 56~10 
Fishers Lane. Rockville, MD 20857, 3Ol- 
29!%-8Imo. 
SUPPLEMENTARY INFORMATION: In the 

Federal Register of July 8. 1977 (42 FR 
35346). FDA published, under 
5 330.lO(a)(6)(21 CFR 330.10(a)(6)), m 

advance notice of prcp.>sed rclemaking 
to establish a monograph for OTC 
internal analgesic, antipgretic. and 
an tirheuma tic drug products, togelhcr 
with the reccmmendaticns of the 
Advisory Review Panel on OTC Internal 
Analgesic and Antirheumatic Drug 
Products (Internal Analgesic Panel). 
which was the advisory review panel 
responsible for evaluating data on the 
active ingredients in these drug classes. 
Interested persons were invited to 
submit comments by December 5.1977. 
Reply comments in response to 
comments filed in the initial comment 
period could be submitted by February 
6, 1978. 

In a notice published ,in the Federal 
Register of March 21, 1980 (45 FR 18501). 
the agency advised that it had-reopened 
the administrative record for OTC 
inteinal analgesic, antipyretic, and 
antirheumatic drug products to allow for 
consideration of data and information 
that had been filed in the Dockets 
Management Branch after the date the 
administrative record previously had 
officially closed. The agency concluded 
that any new data and information filed 
prior to March 21.1980 should be 
available to the agency in developing a 
proposed regulation in the form of a 
tentative final monograph. 

In the Federal Register of December i. 
1982 (47 FR 55076). F’DA published an 
advance notice of proposed rulemaking 
to establish a monograph for OTC orally 
administered menstrual drug products, 
together with the recommendations of 
the Advisory Review Panel on OTC 
Miscellaneous Internal Drug Products 
(Miscellaneous Internal Panel), which 
was the advisory review panel 
responsible for evaluating data on the 
active.ingredients in this drug class. 
Interested persons were invited to 
submit comments by March 7.1963. 
Reply comments in response to 
comments filed in the initial comment 
period could be submit!ed by April 6. 
1983. 

In accordance with 0 330.10(a)(10). the 
data and information considered by the 
PaneIs were put on public display in the 
Dockets Management Branch (HFA- 
305). Food and Drug Administration 
(address above), after deletion of a 
small amount of trade secret 
information. Data and information 
received after the administrative record 
for OTC internal analgesic, antipyretic, 
and antirheuma tic drug products was 
reopened have also been put on display 
in the Dockets Management Branch. 

In response to the advance notice of 
proposed rulemaking for OTC internal 
analgesic, ontipyretic, and antirheumatic 
drug products, two trade associations, 
several drug manufacturers. many 

health professionals. sex-era1 consumers, 
a drug -standard-setting asscciation. two 
health professional associations. a 
heaith foundation. and one consumdr 
group submitted comments. Copies of 
the comments received are also on 
public display in the Dockets 
Management Branch. 

In response to the advance notice of 
proposed rulemaking for OTC menstrual 
drug products, the agency received two 
comments from drug manufacturers 
relevant to OTC internal analgesic drug 
products. 

After reviewing and evaluating the 
Miscellaneous internal Panel’s 
recommendations regarding the use of 
OTC internal analgesic ingredients 
during the premenstrual and menstrual 
periods, the agency has determined that 
it is appropriate to include premenstrual 
and menstrual claims for these 
ingredients as part of the rulemaking for 
OTC internal analgesic drug products 
ra!her than to retain them as part of the 
r&making for OTC manstrual drug 
products and has transferred the 
comments relevant to those cIaims to 
this rulemaking. in this way, the various 
conditions for which an OTC internal 
analqcsic drug product is safe and 
effective will be listed in one 
monograph. The agency’s proposed 
regulation in the form of a tentative final 
monograph for OTC orally administered 
menstrual drug products is published 
elsewhere in this issue of the Federal 
Register. 

In order to conform to terminology 
used in the OTC drug review regulations 
(21 CFR 330.10). the present document is 
designa ted as a “tentative final 
monograph.” Its legal status. however, is 
that of a proposed rule. In this tentative 
final monograph (proposed rule) to 
establish Part 343 (21 CFR Part 343) FDA 
states for the first time its position on 
the establishment of a monograph for 
OTC in&ma1 analgesic, antipyretic. and 
antirheumatic drug products and the use 
of these products for premenstrual and 
men&ma1 symptoms. Final agency 
action on this matter will occur with the 
publication at a future date of a final 
monograph, which will be a final rule 
establishing a monograph for OTC 
internal analgesic, antipyretic. and 
antirheuma tic drug products. 

This proposal constitutes FDA's 
tentative adoption of the Internal 
Analgesic Panel’s conclusions and 
recommendations on OTC in temal 
analgesic, antipyretic. and antirheumatic 
drug products and the Miscellaneous 
Internal Panel’s conclusions and 
recommendations on the use of OTC 
internal analgesic drug products for 
premenstrual and menstrual symptoms, 
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F as modified on the basis of the 
comments received and the agency’s 
independen! evaluation of the Panels’ 
reports. Modifications have been made 
for clarity and regulatory accuracy and 
to reflect any new information that has 
come to the agency’s attention. Such 
new information has been placed on file 
in the Dockets Management Branch 
(address above). These modifications 
a:e reflected in the following summary 
of the comments and FDA’s responses to 
them. 

The Panel’s conclusions and 
recommenda!Ions on the ingredient 
phenacetin are not addressed in this 
document. OTC drug products 
contain;‘ng phenacetin are subject to the 
notice that FDA published on 
phenacetin in the Federal Register of 
October 5.1983 (48 FR 45466). which 
requires removal of phenacetin from all 
prescription and OTC drug products 
(except for one prescription product on 
v:hich a hearing request is pending). 

h 

The agency published an advance 
notice of proposed rulemaking on the 
reported association of the use of 
salicylates with Reye syndrome in the 
Federel Register of December 28.1982 
(47 FR 57886). Reye spdrome is a rare, 
acute. life-threatening condition, which 
primarily occurs in chi!dren or teenagers 
during the course of or while recovering 
from a mild respiratory tract infection, 
flu, chicken pox, or o:her viral illness. In 
the Federal Register of December 17, 
1985 (50 FR 514OC). the agency published 
a proposed rule to require the labeling of 
oral OTC aspirin and aspirin-containing 
drug producb td bear a warning that 
such products should not be used to 
treat chicken pox or flu symptoms in 
children and teenagers before consulting 
a doctor about Reye syndrome. In 
addition to the warning statement, the 
agency proposed to prohibit OTC 
salicylate-containing drug products 
labeled solely for use by children 
(pediatric products) from recommending 
that the products be used in treating flu 
cr chicken pox. The final rule was 
published in the Federal Register of 
March 7.1986 (51 FR 8180). The final 
ru!e requires the labeling of orally or 
rectally administered OTC aspirin- 
containing drug products to prominently 
bear the following warning: 
“WARNING: Children and teenagers 
should not 11se this medicine for chicken 
pox or flu symptoms before a doctor is 
consulted about Reye syndrome. a rare 
but serious illness.” In addition, the 
regulation states that OTC drug 
products covered by the rule and 
labeled solely for use by children 
(pcdia’lric products) shall not 
recommend [he product for use in 
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treating flu or chicken pox. This required 
warning statement and restriction on 
use of the drug were scheduled to expire 
)pne 6, i988 unless exter.ded by the 
agency through publication fcr notice 
and comment in the Federal Register. In 
the Federal Register of January 22,1988 
(53 F-R 1796) th e agency published a 
proposal to make the labeling provision 
permanent. A final rule was published in 
the Federal Register of June 9.1988 (53 
FR 21633). which expanded the required 
warning sratement to make clear that 
aspirin use in children and teenagers 
has been reported to be associated with 
Reye syndrome and made the labeling 
provision permanent. Therefore, the 
agency will incorporate the Reye 
syndrome warning into the final 
monograph for OTC internal analgesic, 
an tipyre tic, and antirheuma tic drug 
products. The agency notes that one 
provision of the Reye syndrome labeling 
reguiation, i.e., 21 CFR 201.314(h)(3) 
states that OTC drug products subject to 
the regulation and labeled solely for use 
by children (pediatric products) shall 
not recommend the product for use in 
treating flu or chicken pox. Because the 
Reye syndrome warning in 
9 201.314(h)(l) applies to both children 
and teenagers, and leenagers may use 
other than pediatric products, the 
agency is not proposing to include flu in 
the iabeling indication for any cral OTC 
aspirin and aspirin-containing drug 
products. In addition, FDA noted in the 
final rule (53 FR 21635) that scentific 
research to date focuses on the 
association between Reye syndrome 
and aspirin, rather than on the broader 
category of d-rug products containing 
nonaspirin salicylates. FDA stated that 
it will consider extending the warning to 
nonaspirin salicyla tes if warranted by 
further research. Therefore, at this time 
the agency is not proposing to include 
flu in the labeling indication for any 
salicylate preparation. However, the 
agency is including “flu” in the 
indications alIowed for products 
containing acetaminophen. 

The agency is also aware of the 
National Institutes of Health (NIH) 
Consensus Developmen! Conference cn 
analgesic-associated kidney disease 
held February 27 to 29.1984. The NIH 
Conference issued a statement 
concluditig that considerable evidence 
indicates that combinations of 
antipyre!ic analgesics, taken in large 
dases over a long period of time. cause a 
specific form of kidney disease and 
chronic renal failure. Persons so 
exposed may be more susccp!ible to the 
subsequent development of uroepithelial 
tumors. The Conference also concluded 
(hat, in contrast, there is little evider.ce 

lhzt preparations containing a single 
analgesic ingredient have been similarly 
abused and similarly harmful. The 
Conference recommended that serious 
consideration should be given to limiting 
OTC drug products to those containing a 
single antipyretic-analgesic agent. The 
agency advises that the final Conference 
report is being/included in this 
administrative record (see OTC vo!ume 
03BTFM). which has now been reopened 
with publication of this tentative final 
monograph. The agency invites specific 
comment dn this issue and will address 
the Conference’s recommendations in 
the final rule. 

The OTC drug procedural regulations 
(21 CFR 330.10) now provide that any 
testing necessary to resolve the safety or 
effectiveness issues that formerly 
resulted in a Category III classification, 
and submission to FDA of the results of 
that testing or any other data, must be 
done during the OTC drug rulemaking 
process before the establishment of a 
final monograph. Accordingly, FDA will 
no longer use the terms f’Category I” 
(generally recognized as safe and 
effective and not misbranded), 
“Category 11” (not generally recognized 
as safe and effective or misbranded], 
and “Category III” (available data are 
insufficient to classify as safe and 
effective. and further testing is required) 
at the final monograph stage, but will 
use instead the terms “moncgraph 
conditions” (old Category I) and 
“nonmonograph conditions” (old 
Categories II and III). This document 
retains the concepts of Categories I, II, 
and III at the tentative final monograph 
stage. 

The agency advises that the 
conditions under which the drug 
products that are subject to this 
monograph would be generally 
recognized as safe and effective and not 
misbranded (monograph conditions) will 

&be effective 12 months after the date of 
publication of the final monograph in the 
Federal Register. On or after that date. 
no OTC drug product that is subject to 
the monograph and that contains a 
nonmonograph condi t.io.n. i.e., a 
condition that would cause the drug to 
be not general!y recognized as safe and 
effective cr to be misbranded, may be 
initially introduced or ini!ially delivered 
for introduction into interstate 
com.merce unless it is the subject of an 
approved application. Further. any OTC 
drug product subject :o this monograph 
that is repackaged or relabeled after the 
effective date of the monograph must be 
in compliance with the monograph 
regardless of th’e date the product was 
initially introduced or initially delivered 
for introduction inlo i,;terstate 
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commerce. Manufacturers are 
encouraged to comply voluntarily with 
the monograph at the earliest possible 
date. 

In the advance notice of proposed 
rulemaking for OTC internal analgesic. 
antipyretic. and antirheumatic drug 
products (published in the Federal 
Register of July 8.1977 (42 FIX 35346)). 
the agency suggested that the conditions 
included in the monograph (Category I) 
be effective 30 days after the date of 
publication of the final monograph in the 
Federal Register and that the conditions 
excluded from the monograph (Category 
II) be eliminated from OTC drug 
products effective 6 months after the 
date of publication of the final 
monograph, regardless of whether 
further testing was undertaken to justify 
their future use. Experience has shown 
that relabeling of products covered by 
the monograph is necessary in order for 
manufacturers to comply with the 
monograph. New labels containing the 
monograph labeling have to be written, 
ordered, received, and incorporated into 
the manufacturing process. The agency 
has determined that it is impractical to 
expect new labeling to be in effect 30 
days after the date of publication of the 
final monograph. Experience has shown 
also that if the deadline for relabeling is 
too short, the agency is burdened with 
extension requests and related 
paperwork. 

In addition, some products will have 
to be reformulated to comply with the 
monograph. Reformulation often 
involves the need to do stability testing 
on the new product. An accelerated 
aging process may be used to test a new 
formulation; however, if the stability 
testing is not successful, and if further 
reformulation is required, there could be 
a further delay in having a new product 
available for manufacture. 

The agency wishes to establish a 
reasonable period of time for relabeling 
and reformulation in order to avoid an 
unnecessary disruption of the 
marketplace that could not only result in 
economic loss, but also interfere with 
consumers’ access to safe and effective 
drug products. Therefore, the agency is 
proposing that the final monograph be 
effective 12 months after the date of its 
publication in the Federal Register. The 
egency believes that within 12 months 
sfler the date of publication most 
nanufacturers can order new labeling 
3nd reformulate their products and have 
hem in compliance in the marketplace. 
f the agency determines that any 
abeling for a condition included in the 
inal monograph should be implemented 
.ooner than the I2-month effective date, 
I shorter deadline may be established. 

Similarly, if a safety problem is P 
identified for a particular nonmono&aph 
condition, a shorter deadline may be set 
for removal of that condition from OTC 
drug products. 

All “OTC Volumes” cited throughout 
this document refer to the submissions 
made by interested persons pursuant to 
the tail-for-data notice published in the 
Federal Register of July 21, 1972 (37 FR 
14633) or to additional information that 
has come to the agency’s attention since 
publication of the advance notice of 
proposed rulemaking. The volumes are 
on public display in the Dockets 
hlanagement Branch (address above). 

I. The Agency’s Tentative Conclusions 
on ‘he Comments and Reply Comments 

A. General Comments 

1. Several comments contended that 
OTC drug monographs are 
interpretative, as opposed to 
substantive, regulations. 

The agency addressed this issue in 
paragraphs 85 through 91 of the 
preamble to the procedures for 
classification of OTC drug products, - 
published in the Federal Register of May 
11,1972 (37 FR 94641, and in paragraph 3 
of the preamble to the tentative final 
monograph for antacid drug products, 
published in the Federal Register of 
November 12,1973 (38 FR 31260). FDA 
reaffirms the conclusions stated there. 
Subsequent court decisions have 
confirmed the agency’s authority to 
issue substantive regulations by 
rulemaking. See, e.g., National 
Nutritional Foods Association v. 
Weinbergsr, 512 F.Zd 68&69fi98 (2d Cir. 
1975) and National Association of 
Pharmaceutical Manufacturers v. FDA, 
487 F. Supp. 412 (S.D.N.Y. 1980), afld, 
637 F.2d 887 (2d Cir. 1981). 

2. One comment stated that m)A 
should provide better physician 
education on the treatment of drug 
toxicity, as we11 as on the potential 
toxicity of medications currently on the 
market. Other comments suggested that 
an educational program should be 
jointly initiated by FDA, the 
pharmaceutical industry, and the 
medical and pharmacy professions to 
better educate consumers on the 
appropriate use of analgesic products, 
e.g., the use of aspirin during pregnancy. 

The agency supports and is actively 
engaged in educational prograJms for 
consumers, physicians, and health 
professionals. One way in which FDA 
provides information on drug 
interactions, toxicities, and other 
pertinent topics is through the “FDA 
Drug Bulletin.” This publicaiion is 
routinely mailed to physicians and other 
health professionals. Ow issue, for 

example. was devoted to alcohol-drug 
interactions, including possible 
interactions of alcohol with aspirin, 
other salicylates. and acetaminophen 
(Ref. 1). Another issue, which discussed 
the use of aspirin in patients with a 
previous myocardial infarction or 
unstable angina pectoris, included a 
discussion of adverse reactions that 
occurred from the doses of aspirin usec’ 
in the studies (Ref. 2). 

FDA also has consumer education 
programs on human drugs. Each 
program is implemented by FDA 
consumer affairs officers who provide 
health-related information, through 
talks, films, or slides, to diverse groups 
of people. such as health professionals, 
parents, teachers, and others. These 
groups, in turn, often help to disseminate 
the information further. The consumer 
education programs on human drugs 
consist of subprograms such as “Drugs 
and Pregnancy” and “Safe and Effective 
Use of Drugs,” which include 
publicatiens that provide information on 
the use of OTC internal analgesic drug 
products among others. Additional 
agency publications are also available 
to consumers. For example, “FDA 
Consumer” and “FDA Consumer Ajemo” 
have contained articles on drugs and 
pregnancy and the uses and dangers of 
OTC drugs that relieve pain (Refs. 3 
thrcugh 6). 

As new infcrmation becomes 
available. FDA updates these programs 
to assure continuing education of both 
consumers and health professionals. In 
addition, the agency participates in 
cooperative private-public programs 
through such organizations as the 
National Council on Patient Information 
and Education, which involves industry, 
health professionals. and consumers in a 
variety of education and information 
programs. 

Referenw 
(1) Food and Drug Administration “FDA 

Drug Bulletin.” Vol. 9. No. 2. June 1979. 
(2) Food and Dmg Administration, “FDA 

Drug Bu!letin.” Vol. 15. No. 4. December 1985. 
(3) Postotnik, P., “Drugs and Pregnancy,” 

FDA Consumer, 12:6-10.1978. 
(4) He&t. A, “Painkillers: Their Uses and 

Dengers.” FDA Consumer. 2%11.1977. 
(5) Food and Drug Administration. 

“Nonprescription Pain Relievers.” FDA 
Constiazer Memo, HEW Publication No. 
[FDA; 78-3078. 

(6) Food and Drug Administration. “Self- 
Medicaticn.” FDA Cor;sumer Efemo. HEW 
Publication No. (FDA) 73-3025. 

3. One comment urged that future 
OTC drug monograph documents of 
more than 10 pages include a table of 
contents. an index. and boldface 
headings throughout the text for ease of 



6” reading and locating information in the 
lcxt. 

In pubIishing dxumcnls in ihe 
Fderal Rcgisier, FDA roll~ws guidelir-,es 
established by ihe Karional &-chives 
end the Cffice of the Fcdcral Register in 
an effort to make all government 
docur~ents consistent in fsrmat and 
s!yle. 

Since the comment was written, 
Federal Register forms t has changed. 
1 he nex format now includes headings 
ii? bgid and italic type which make it 
casix to read and locate information in 
OTC Panel reports, tentative final 
xm?graphs. aild final ;r.orx~graphs. 
Iiowever. no provision has beeri mad2 
1x including either tables cf contents or 
indexes in documents published in the 
Federal Register. 

Ir 

4. Two comments stated that neither a 
gastrcenterologist nor a hematologist 
served on the Panel and lhaf the 
expertise of such specialists was 
essen!ial lo the development of the 
Panel’s report . Several other comments 
questioned the scientific validity of the 
Panei’s report. These comments argued 
thaf the Panel frequently misinterpreted 
information and data to support its 
conclusions. reached conclnsions 
ccntrary lo the data submitted or 
testimony presented to it, and re!ied too 
heavily on references that are 
secondary. out-of-date, and unavailable 
to the scienGic community (i.e., not 
published in scientific journa!s). 

The agency points out that, although 
the Internal Analgesic Panel did not 
include a gastroenterologist or a 
hematologist, experts in the fields of 
gastroenterology and hema tology 
appeared before the Panel to express 
their vie-ws and present data for the 
Panei’s consideration. Thus, the Panel 
was not denied expertise in these areas 
in developing its report. 

In evaluating the scientific va!idity of 
the Panel’s report, the agency has 
considered the views expressed in the 
comments, reviewed current scientific 
literature, and ccnsul ted experts ou?side 
the agency when necessary. All data on 
which the Panel based i!s conclusions, 
including published and unpublished 
references, are available lo interested 
persons, including the scien!ific 
comm*unity, through the Dockets 
Management Branch (address above). 

5. Two comments believed that the 
Panel recommended changing the 
markeiing status of aspirin products 
from OTC to prescription only. The 
comments opposed such a change and 
expressed concern that making aspirin 
products available by prescription only 
would limit consumers’ access to these 
products and wou!d greatly increase 
t!lcir cost. A third commc~t asserted 

that aspirin should be availabfe only by delibcratiens, it is na,t ixlcdcd in !hr! 
prescription, but gave no reasons. list oi stibmissions by firms. 

The Panel found aspirin to be safe and 
effective icr OTC use as ar! anzlgcsic 
and aritipyrctic and did no! rccemmend 
making aspirin prcdusls zvailab!e o~Jy 
by prescriptian. The zgency agrees with 
this conciusion and tmphsizcs tl;st 
aspirin products will co;ltinue lo be 
availebln OTC. 

6. One comment stated I5at the Panel 
shou!d have deferred caffeine, as i: 
deferred other ingredients in i!s report 
(4~ FR 3X350), to the Adviscry Review 
Pancl on OTC Sedative, SlEepAid, and 
Tranquiiizcr Drug Products (S!ecp-Aid 
Pane!j “for u scs other thar, sn analgesic 
zdi:lvant.” 

8. Cne comment, supporiing Ihe 
izclcsion of “minor aches and pains cff 

arthritis” in OTC drllg analgcsjc 
labeling. orgucd 1Sa1 the Panel decided 
at an early stage of ils review !o limit 
the indications of antirheuna tic 
produc!s to “minor aches ar.d pains” 
and remove all mention of the minor 
aches and pains of arthritis. The 
comment also stated that during the 
rer;;ainder of its review the Panel did 
not seriously consider any submission 
or presentation that was not in accord 
wil:h the Pansl’s original decision. 

The Internal Analgesic Panel 
reviewed submissions for caffeine- 
containing analgesic producta that were 
labe!ed as analgesics or as analgesic- 
stimulants. The Panel reviewed caffeine 
for its safety and effecliver.ess as an 
analgesic ar.d as an analgesic adjuvant, 
but not as a stimu!ant because stimulant 
use was reviewed by the S!eep-Aid 
Fanel in its report published in the 
Federal Register of December 8.1975 (40 
FR 57292). The agency presenied its 
tentative conclusions on caffeine in the 
OTC nighttime sleep-aid and stimulant 
products notice cf proposed rulemaking 
in the Federa! Register of June 13. 1978 
(43 FR 25544). In the Federa: Register of 
February 29.1928 (53 FR &lOOj. the 
agency published a final monograph for 
OTC stimulant drug products. Any OTC 
analgesic product containing caffeine for 
use in restoring alertness or wakefu!ness 
will have to follow the dosage and 
labeling requirements for caffeine 
established by the agency in that final 
monograph. 

The Pane! considered the arthritis 
labcling issue several times during its 
review. inc!uding its April 1976 meeiing. 
The Panel gave reasons for its 
reccmmendatiozs on arthritis 1abe:ir.g 
under its genera1 discussion of the 
labeling of OTC analgesic, antipyretic. 
and anfirheumatic drug products and 
also in the discussion of antirheumatic 
agents (42 FR 35354 and 354533. 
However, because the agency has 
decided to a!Icw the phrase “minor pain 
from arthritis” as an example in the 
monograph indication for OTC analgesic 
drug products, the comment’s point is 
moot. (See comment 17 below.) 

9. Two comments from 11-e same 
source requested tha! the a&=inistrative 
record for the internal ana!gesic 
propcsed monograph be kept open so 
that the transcripts or tapes of the 
closed meetings of the Panel could be 
reviewed and comr;tented on. The 
comments s!ated that these transcripts 
and !rpes were not released by FDA 
unti! after the comment period closed. 

although this firm did not formally 
submit data, it presented oral evidence 
regarding OTC analgesics and 
underwrote the cost of statistical 
evaluation of several papers and 
editorials. To ensure that FD.4 is aware 
of the oral evidence that was presented, 
the comment provided copies of the 
transcripts of the sessions at which this 
company presented testimony. 

The agency is aware that certain 
individuais appeare d before the Pznel to 
present testimony on behalf of this firm. 
Their names are included in the list of 
persons who presented their views ?o 
the Panel (42 FR 35347). Because this 
firm did not submit vxitter. data and 
information in response to the Fanel’s 
call-for-data and did r.ot formally sr;bmit 
any data dxir,g the course of the Panel’s 

7. One comment from a 
pharmaceutical firm noted that the 
firm’s name was not included in the list 
of submissions by firms (42 FR 35348 
and 35349). The comment stated that, 

4 made available to the comment source 
on May 17.1978, after being reviewed by 
FDA for deletion of trade secrets, 
patient names, and other nondisclosable 
information. Since then the agency has 
not received from the comment source 
any new data or information relating to 
the transcripts or any petition to reopen 
the administrative record. Transcripts of 
panel meetings are not included in the 
administrative record. See 21 CFR 
330.10ja j(l0). The reasons for this are 
stated in the preamble to the "Propos2I 
to Designate the Contents and the Time 
of Ciosing of the Administrative 
Record,” Fublished in the Federal 
Register of June 4. 1974 (39 FR 19878). 
and published as a final rule in the 
Federal Register cf November 8. lW? (33 
Fix 595563. 

The original comment’s request was 
dated December 1977. In response to a 
Freedom of Information (FOI) request 
(FOI file number F77-15,747). the 
transcripts and tapes of the Internal 
Analgesic Panel’s closed meetings were 



Because of the length cf time since the 
FOI rcqucst was granted, the agency 
sets no reason at this pomt to consider 
having the record “kept cpen.” All 
lntcrcstcd pcrscns may submit written 
comments for a period cf 189 days after 
the publication of this tentative final 
monograph. Any comments relating to 
the transcripts of the panel meetings 
should state the reasons that wou!d 
warrant the agency’s consideration of 
the transcripts. notwi!hstand;ng the 
reasons given by the agency for not 
crdinarily considering them. 

6. Commenls on Inteczol Ar;alges;‘c, 
Anhpyretic, and Antirhecmatic 
Labeling 

IO. Several comments contended that 
there is no statutory authority for the 
codification of exact words to be used in 
describing the modes of action and the 
symptoms to be relieved by an OTC 
drug. The comments stated that existing 
statutory provisions (15 U.S.C. 1453(a), 
21 CFR 201.61. and sections SO8 and 
502(e) of the Federal Food, Drug, and 
Cosmetic Act (hereafter referred to as 
the act) (21 U.S.C. 3% and 352(e)) do not 
show a congressional intent to authorize 
FDA to legislate the exact wording of 
OTC drug claims to the exclusion of 
other equally accurate and truthful 
claims for these products, and that 
section 502(c) of the Act (21 U.S.C. 
352(c]] demonstrates a congressional 
intent to the contrary. The comments 
argued that any language fulfXing the 
statutory requirement should be 
satisfactory, and recommended that 
FDA provide for more flexibility of 
wording in OTC drug product labeling 
by adding the following statement to 
each list of approved indications: “or 
similar indication statements which are 
in keeping with the Panel’s Report.” 

in the Federal Register of May 1, 1986 
(51 FR 16258). the agency published a 
final rule changing its labeling policy for 
stating the indications for use of OTC 
drug products. Under 21 CFR 333.1(c)(2), 
the label and labeling of OTC drug 
products are required to contain in a 
prominent and conspicuous location, 
either (I) the specific wording on 
indications for use established under an 
OTC drug monograph, which may 
appear within a boxed area designated 
“APPROVED USES”; (2) other wording 
describing such indications for use that 
meets the statutory prohibitions against 
false or misleading labeiing. which shall 
neither appear within-a boxed area nor 
he designated “APPROVED USES”; or 
(31 the approved monograph language on 
indications. which may appear within a 
boxed area designated “APPROVED 
USES.” plus alternative language 
describing indications for use that is not 

false or misleading. which shail appear 
elsewhere In the labeling. All other OTC 
drug labeling required by a mcncgraph 
or other regulation (e.g.. sta temcnt of 
identity. warnings. and directicns) must 
appear in the specific kcording 
established und,or the OTC drug 
monograph or other regulation where 
exact language has been established 
ar;d Identified by quotation marks, e.g.. 
21 CFR 201.63 or 330.1(g). The proposed 
rule in this document is subject to the 
labeling provisions in 5 330.1(cj(2). 

11. One comment argued that the 
labeling proposed by the Panel con?ains 
extensive and ccmplicated wording and 
may well be contrary to the intention of 
section 502(c) of the act (21 U-SC. 
352(c)). which states that OTC drug 
labeling is to be written in terms that 
consumers can easily nnderstand. 

In ail of its decisions on labeling. the 
agency seriously considers the 
consumer’s comprehension of the 
intended message in the labeling. The 
agency has thoroughly reviewed the 
Panel’s recommended labeling and has 
modified it where necessary to make it 
clearer to consumers. Specific comment 
is invited on the labeling in this 
tentative final monograph. including 
comments on consumer understanding 
of the wording. 

12. Two comments objected to the 
Panel’s recommendation that all inactive 
ingredients be listed in the labcling of 
OTC analgesic, antipyretic. and 
antirheuma tic drug products. The 
comments argued that a list of inactive 
ingredients in the labeling would be 
meaningless, confusing, and -misleading 
to mos! consumers. The comments noted 
that the act does not require that 
inactive ingredients of drug products be 
included on a 1abeI and argued that 
listing these ingredients would crowd 
out information that is more meaningful 
to consumers. 

The agency agrees that the Federal 
Food, Drug, and Cosmetic Act does not 
require the identification of all inactive 
ingredients in the labeling of OTC drug 
products. Section 502(e) of the act (21 
U.S.C. 352(ej) does require disclosure of 
active ingredients and of certain 
ingredients, whether included as active 
or inactive components in a product. 
Although the act does not require the 
disclosure of all inactive ingredients in 
the labeling of OTC drag products, the 
agency agrees with the Panel that listing 
of inactive ingredients in OTC drug 
product labe!ing would be useful 
information for some consumers. 
Consumers with known allergies or ’ 
intolerances to certain ingredients 
would then be able to identify 
substances that they may wish to avoid. 

The Proprietary Assccia ticn. tfje trade 
association that represents 
approximately 65 OTC drug 
nranufacturcrs who reportedly market 
between 90 end 95 percent of the volume 
cf all OTC drug products sold in the 
United States, has established 
gufdelines (Ref. 1) Tcr its member 
companies to list voluntari!y inactive 
ingredien!s in the labeling of OTC drug 
products. Under another voluntary 
program begun in 1974. the member 
companies of The Proprietary 
Association have been including the 
quantities of active ingredients on OTC 
drug labels. The agency is not at this 
time proposing to require the listing of 
inactive ingredients in OTC drug 
product labeling. However, the agency 
commends these vcluntary efforts and 
urges a!1 other OTC drug manufacturers 
to similarly label their products. 

References 
(I) “Guidelines for Discloslve of Inactive 

Ingredients in OTC Medicines,” The 
Proprie!=ry Association, nashiqton. July 12. 
1984. in OTC Volume 03BTFM. 

13. One comment supported, while 
others objected to, the lo-day limitation 
on aspirin use recommended by the 
Panel in B 343.!%(c)(l)(i): “Do not take 
this product for more than 10 days.” The 
supporting comment stated that this 1 

recommended warning is consistent 1 
with the current medical knowledge of 
aspirin. Other comments objected to the 
warning on the grounds that it implies to 
corisumers that aspirin products are 
unsafe or toxic if taken for more than 10 
days; that there is no scientific. medical, 
or legal justification for the 
recommendation that chronic arthritis 
patients see a physician every 10 days; 
and that a delay of much longer than IO 
days is needed before consulting a 
physician because early examination to 
rule out serious rheumatoid disease is 
expenfive and does not yield results. 
The opposing comments also argued 
that many physicians recommend the 
use of aspirin beyond 10 days and that 
the consumer, after reading the l&day 
warning, might be reluctant to follow the 
physician’s advice. The following 
alternative wording was suggested, with 
the explanation that this warning directs 
that self-medication should not exceed 
10 days: “If pain persists for more than 
lodays... consult a physician 
immedia!ely.” 

The agency points out that the lo-day 
warning was not intended to apply only 
to arthritic patient s. as one comment 
appears to have interpreted it. As 
another comment stated. “* a * self- 
medication (with analgesic drug 
products) should not continue for more 



,. than IO days at cne time.” The intent cf 
the l&day warning is to inform all 
cons;Lmers, including arthritic pa!ients, 
that analgesic dmg prcducts should not 
be taken for more than 1~ days “cnless 
directed by a doctor.” so that serious 
conditions do not go undiagnosed 2nd 
untreated. (See 42 FR 33351.) To reflect 
this intent. the agency is adding the 

14. One comment supported, and 

words "unless directed by a doctor” to 

others opposed, that portion of the 
recommended warning for analgesic and 
antipyretic products in 0 343.50(c)(l)(i) 

the warning for adu!ts in 5 313.%fc)(i)(i) 

that advises the consumer to con&t 2 
physician ii symptoms persist or new 

and ths corresponding warning for 

ones occur. The comment that favored 

chi!dren in 5 343.50(c)(Z)(i). The agency 

the warning stated that it is consistent 
with the state of medical knowledge 
concerning aspirin. One comment 

dzes not be!ieve that these warnings 

opposing the warning argued that 
informing the conzrner to consult a 

wil’l imply to consumers that analgesic 

physician if new symptoms occur may 
unduIy aIarm the consumer and could 

products are unsafe or toxic if t&en for 
more than 10 days [or 5 days for 
children). 

I 
burden doctors wit5 additional inquiries 
from constu-ers. Ano’her comment 
stated that new but not unusual 
symptoms that respond to self-treatment 
may be expected during the normal 
course of a self-limited disease, e.g., the 
fever that deve!ops during a stage of the 
common cold. The comments suggeSted 
the following alternative wording for 
6 343.M(c)(l)(i) and (ii): “If symptoms 
persist or get worse, consult your 
physician”; or “If symptoms persist, or 
new unexpected ones occur, consuIt 
your physician.” 

The agency agrees that worsening 
symptoms should be mentioned in the 
warning because this alerts the 
consumer to consult a doctor when one 
is needed, e.g., upon the development of 
secondary infection. rather than on!y 
after a loday (adults) or s-day 
(chiIdren) maximu.m limit for self- 
treatment. The warning has been 
amended accordingly. The agency does 
not believe that informing the consumer 
to consult a doctor if new symptoms 
occur would unduly frighten consumers 
or further burden doctors. For c!arity 
and precision.. the agency is revising this 
portion of the warning to read. “If pain 
or fever persists or gets worse, if new 
symptoms occur * ’ ‘,” in proposed 
§ 343.50(c) (l)(i) and (Z)(i). (See comment 
I8 below for further revision ir, the 
warnings.) 

IS. Two comments azeed with, and 
many comment3 objected to, the Panel’s 
recommended Calegoq I labeling 
in&cation for in!ernal analgesic active 
ingredients in 5 313.%[a){ij. “For the 
temporary roliei of cccasicnal misor 
aches, paics, and headache.” The 
ccmments supporting Ihis limited 
indication argued that indications that 
describe sgccific types of pain mislead 

Some comments objected to the terzs 
“occasional,” “minor,” or “temporary” 
because they are unnecessary. 

the consumer because t;?ey i--Ilp!y a 

indefinite, or meaningless to consumers. 
Many comments that opposed the 

treatment of these conditions and 

recommended izdica tion supported 
morz specific indications tha! currently 

encourage inapFropria!e self-diagnosis 

appear on many OTC internal analgesic 
drug products. e.g., “for low back pain,” 

and se!f-treatment. The comments also 

“for muscular aches,” “for sinusitis 
pain, 

argued that sue 

” “for pain of sprains,” “for 

h labeling suggests to 

functional menstrual pain,” “for the 
relief of minor sore throat pain,” and 

consumers that one product offers 

“far pains caused by colds.” A consumer 
survey was sobmithed to shaw the need 

uniqr;e edvaztages over another for the 

for expanding the recommended 
indication (Ref. 1). 

specific indica!ions stated cn the label. 

The corn-Tents argued that expanding 
the !abelizg would not imply treatment 
of these conditions, but would aid the 
consumer in selecting OTC internal 
analgesic dmg products, thereby 
avoid*@ the expense of unnecessary 
visits to a physician and overburdening 
tbe hea!th care system, The comments 
asserted that it is inconsistent for the 
Internal Analgesic Panel to prohibit the 
indication “For co!d symp?oms,” while 
the Advise.ry Review Panel on OTC 
Cold, Cough, Alleqy, Eronchodilator, 
and Antiasthmatic Products (Congh- 
Cold Panel) allows this indication far 
Category 1 combination products 
containing internal analgesics. Two 
comments contended that the use and 
effectiveness of analgesic ingredients in 
relieving the pain of sore throat is 
generally reccgnized and submitted 
excerpts cf several references to support 
their statement (Ref. 2). 

The Panel recommended a limited 
indicaticn For OTC internal analgesic- 
antipyretic &rug products in the belief 
that it was preferable to listing all of the 
various types of minor pain that these 
products could be used for. The Panel 
found ih.31 the various claims on the 
labels it reviewed were often vague and 
lacked clari!y. The Panel was concemed 
tSzt: a plethcrz of ciaims would be 

confusing and misleading to 152 
ccr,sumer (42 FR 353%). Howe~c:, the 
agency does r,ot beiia-e t!!at a 
staterr.gn: d?ssritir?g cr.e GP more 
specific types tit g2ir1 on an analgesic- 
antipyretic &-tlg p:odust properly 
labeled wiih the active ingredient and 
with the statement of identity (e.g., 
“pain reliever-fever reducer”) wocld 
mislead consumers. Such labeling woirld 
be helpfiJI to consumers to provide them 
with examp!es’ of the general types of 
p2in for which OTC interna! anafgesic 
drug products are usefzl. Therefore, the 
egezcy is providing manufacturers the 
option of providing a !imi!ed or an 
expanded indica!ions statement. 

For the reasons described below, the 
agency is prcpcslng the following 
indications for OTC internal analgesic 
drug products: “For the temporary relief 
of minor aches and pains” (which may 
be followed by one or more of the 
following: (“associated with” (select one 
or more of the following: “a ccld,” “the 
common could.” “sore thrca t,” 
“headachz,” “toothache,” “muscular 
aches, ” “backache,” ” the premenstrual 
and menstruaI periods” (which may be 
followed by: “(dysmenorrirea)‘3, or 
“premerz:s:rual and menstrua! cramps” 
(which may be followed by: 
“(dysmenorrhea)‘g)]), (“and For the minor 
pain from arthritis.“)J (This statement is 
further expanded in comment 16 below 
to inc!ude fever labeling.) The types of 
pain described above are the only ones 
now being proposed to be a!lowed in the 
labeling of OTC internal analgesic drug 
products. A similar expanded indication 
is being proposed for products labeled 
for pediatric USZ. Minor pain from 
arthritis is not included as an exampie 
in the labeling fcr pediatric products 
because when this type of pain occurs in 
children, it should be treated by a 
doctor. For the sa-me reason, minor pain 
associated with backache or muscular 

gches is not included in the labeling; the 
underlying cause of these kinds of pain 
in chiIdren should he determined by a 
doctor. Because the agency does not 
consider indications concerning 
premenstrual and menstrual.pain 
appropriate for pediatric analgesic 
products, these claims are also not being 
included in the proposed labeling for 
products for pediatric use. 

The terms “muscular aches” and 
“backache” adequately represent most 
musculoskeletal aches and pains and 
are preferab!e to listing all the specific 
areas of the body that could be 
involved. The Panel classified “low back 
pain” 2s Category II because it believed 
that the indication implied to consumers 
that OTC analgesic drug produc!s could 
be used to II-eat arfhritic conditions (42 
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FR 35454 and 35467). Iiotvever, the 
agency recognizes that low back pain is 
X-ICI necessarily due to arthritis but may 
be due to causes amenable to OTC 
treatment such as minor strains or 
overexertion. The agency believes that 
low back pain amenable to treatment 
with OTC analgesic drug products is 
appropriately described by the terms 
“muscle aches” and “backache” in the 
propcsed indication and therefore is not 
including the claim “low back pain” in 
the proposed monograph. Because the 
agency believes that consumers are 
familiar with the words “low back pain” 
and proposes to require labeling that 
would warn consumers against the use 
of OTC analgesic drug products for more 
than 10 days and to consult a doctor ;f 
symptoms persist or get worse or if new 
symptoms occur (in 5 313.,50(c)(l)(i)), the 
agency would not object to the use of 
the claim “low back pain” elsewhere on 
the label provided it is not intermixed 
with labeling established by the 
monograph. Similarly, the agency is not 
proposing to include the claim “pain of 
sinusitis” in the proposed monograph 
because it believes that this type of pain 
is adequately described by the term 
“headache” in the proposed indication. 
However, the agency also would not 
cbject to the use of this claim provided 
it is not intermixed with labeling 
established by the monograph. 

Claims relating to sinusitis are 
addressed in the tentative final 
monograph for OTC cold, cough. allergy. 
bronchodilator. and antiasthmatic 
combination drug products, published in 
the Federal Register of August 12.1988 
(53 FR 30522). (For a discussion of the 
agency’s decision to include “minor pain 
from arthritis” in the statement of 
indications, see comment 17 below.) 

C?aims relating to menstrual pain 
were classified in Category II by the 
Panel (42 FR 35434). However, these 
claims were also reviewed by the 
Miscellaneous Internal Panel. The 
agency has reviewed that Panel’s 
recommendations regarding OTC 
internal analgesic active ingredients for 
use during the premenstrual and 
menstrual periods and concurs with the 
Panel that any Category I OTC internal 
analgesic ingredient is safe and-effective 
for the relief of pain associated with the 
premenstrual and menstrual periods 
and/or with premenstrual or menstrual 
cramps. In reviewing the various 
menstrual claims recommended by the 
Panel, the agency notes that the Panel 
placed in Category I a claim “for the 
relief of pain of dysmenorrhea.” 
However. the agency does not believe 
that “dysmenorrhea.” when used alone, 
is a word that is commonly ur.derstood 

by consumers. In addition, this wore 
was not used in any of the OTC druy 
product labeling submitted to the Panel. 
Therefore, the agency has not provided 
for its use as a sole indication, but has 
provided for its optional use 
parenthetically with other terms, e.g.. 
‘4. * * minor aches 2nd 
pains * * * associated with the 
premenstrual and menstrual periods” 
(which may be followed by: 
“(dysmenorrhea)“). 

For the reasons discussed in comment 
6 of the tentative final monograph for 
OTC menstrual drug products 
(published elsewhere in this issue of the 
Federal Register), the labeling being 
proposed for these products does not 
distinguish between the menstrual and 
premenstrual periods. 

The agency is including the claim 
“sore throat” in the proposed indicaticn 
after reviewing the various panels’ 
recommendations, and applicable 
current and proposed regulations. The 
agency notes that sore throat in most 
cases is due to a self-limiting condition 
that resolves itself without treatment. 
However, the agency is aware that sore 
throat, mild as it may seem, may be a 
symptom of a more serious condition, 
that is not amenable to self-diagnosis or 
self-treatment, such as a streptococcal 
infection (“strep throat”), which if left 
untreated may progress to rheumatic 
fever or acute glomerulonephritis (47 FR 
22773). Because of the risk of serious 
illness if appropriate treatment of a sore 
throat is unduly delayed, the agency 
currently recommends that all OTC drug 
products indicated for the relief of sore 
throat display the following warning 
statement: “Warning-severe or 
persistent sore throat or sore throat 
accompanied by high fever, headache, 
nausea, and vomiting may be serious. 
Consu!t physician promptly. Do not use 
for more than 2 days or administer to 
children under 3 years of age unless 
directed by physician,” (21 CFR 369.20). 
Although the Internal Analgesic Panel 
did not specifically address this 
warning. the agency is proposing to 
include a modified version in !j 343.50 
(c)(l)(ii) and (c)(z)(ii) of this tentative 
final monograph. The agency is 
proposing to revise the current warning 
to make it consistent in format with 
warnings proposed in other current OTC 
drug tentative final monographs and is 
proposing that any analgesic drug 
product labeled for the relief of minor 
sore throat pain include the following 
warning. “If sore throat is severe, 
persists for more than 2 days, is 
accompanied or followed by fever, 
headache, rash, nausea, or vomiting, 
consult a doctor promptly.” 

Because sore throat accompanied by 
rash could be indicative of several 
illnesses not amenable to OTC drug self- 
treatment, such as rheumatic fever or 
measles (Ref. 2). the agency believes 
that consumers should be warned 
against the use of aspirin when a rash is 
present. Therefore, the agency is 
proposing to include the word “rash” in 
the new proposed warning. The agency 
is not proposing to include the word 
“high” as descriptive of fever, as 
contained in the current warning in 21 
CFR 3‘69.20, because the agency believes 
that it is important for the consumer to 
recognize the presence of fever 
associated with sore throat regardless of 
whether the fever is high or low. The 
agency is also not proposing to include 
that portion of the current warning 
against administering the drug to 
children 3 years of age without 
consulting a physician. The Internal 
Analgesic Panel recommended labeling 
that provided for the use of analgesics in 
children 2 years of age. In the tentative 
final mcnograph for OTC cral health 
care drug products, the agency 
concluded that most Category I 
anesthetic/anag!esic ingredients, such 
as benzocaine and dyclonine 
hydrochloride, could be labeled for the 
temporary relief of minor sore throat in 
children 2 years of age or older (53 FR 
2458). Therefore, the agency is proposing 
in this tentative final monograph for the 
labeling to provide for the use of 
analgesics for minor sore throat pain in 
children 2 years of age or older. 

The agency is retaining the term 
“minor” to describe the aches and pains 
that are amenable to OTC treatment, as 
opposed to more severe symptoms that 
should be treated by a doctor. The term 
“temporary” remains in the indications 
statement to indicate the type of relief 
given by OTC internal analgesic drug 
products. 

Thelerm *‘occasional” is being 
deleted from the Panel’s recommended 
labeling because the agency believes 
that the warnings included in the 
tentative final monograph are sufficient 
to warn consumers against the chronic 
use of OTC analgesics unless advised 
by a doctor. 
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16. Several comments objected to the 
antipyretic active ingredient labeling 
recommended in 6 343.50(a)(2), “For the 
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P 
reduction of fever,” because it does not 
include the common cold and flu. The 
comments stated that fever associated 
with colds and flu is the most common 
type of fever for w-hich self-medication 
is appropriate. ;ind that eliminating the 
terms “common cold” and “Tlu” from the 
labeling would deny the consumer 
necessary information for safe and 
effective self-medication. 

The agency be!ieves that 
manufacturers should be able to inform 
consu.mers of the relationship between 
the common cold and fever, and is 
prcviding a number of cptions for 
labeling ana!gesic-antipyretic dmg 
products so that this can be done if the 
manufacturer desires. With regard to the 
term “flu.” the agency published a final 
rule on Reye syndrome and salicylate 
drug products entitled “Labe!ing for Oral 
and Rectal Over-the-Counter Aspirin 
and Aspirin-Con!aining Drq Products; 
Reye Syndrome Warning” in the Federal 
Register of June 9.1988 (53 F’R 21533). 
This rule provides that such products 
labeled solely fcr use by children 
(pediatric products) shall not 
recommend the product for use in 
treatitig fi,u or chicken pox. Because Ihe 
warning required on all aspirin- 
containing products includes both 
children and teenagers (see discussion 

P 

of final rule earlier in this document) 
and because of the possibility of 

a, 
teenagers using other than pediatric 
products. the agency has decided not to 
add “flu” to the label indications for any 
aspirin-containing product at this time, 

In addition, while FDA noted in the 
final rule (~3 FR 21635) that scientific 
research to date focuses on the 
association between Reye syndrome 
and aspirin, concerns have been raised 
about the use of the broader category of 
drug products containing nonaspirin 
saIicylates in children and teenagers 
with “flu.” Therefore, at this time the 
agency is not proposing to include flu in 
the labeling indication for any salicylate 
preparation. H&ever, the labeling 
prohibition on this “flu” claim does not 
apply to the internal analgesic- 
antipyretic ingredient acetaminophen. 
Therefore, the agency is proposing to 
include the term “flu” in the indication 
for acetaminophen. 

Section 343.50(a) (2) and (3). as 
recommended by the Panel, are being 
deleted, and the Panel’s recommended 
indication for any Category I analgesic/ 
anlipyretic ingredient in 5 343.50(a)(3) 
(redesignated Q 343.50(b)(1)) is being 
revised as follows: “For the temporary 
relief of minor aches and pains” [which 
may be followed by one or more of the 
following: (“associated with” (select one 
or more of the following: “a cold,” “the 

common ccld,” “sore throat.” 11 eatment of progressive disease5 such 
“headache. ” “toothache,” “muscuiar as rheumatoid or gonococcal arthritis. 
aches, “ “backache,” ” the premenstrual Th;! agency agrees that arthritis 
a.%d menstrua! periods” (which may be car?no! be self-diagnosed, bst rscqyizes 
followed by: “(dSsrr,enorrhes)“;. or that OTC ar.algesics are effective in 
“premenstnzl and menstrual cramps” re!ievi,no “ o minor pain” essociated with 
(b-hi& may be fo!lowed by: arthritic concdi!ions. Descriptive labeling 
**(dysmenorrhea)‘*)]). (“and for the minor of this na:ure is now widely used in the 
pain from arthritis”). and (“and to !abeling of OTC analgesic drug products. 
reduce fever.“)) The labeling being e.g., “for thz temporary relief of minor 
proposed for products marketed ar:hri fit pain-” The agency does not 
esclusive!y for children is as follows: believe that such labeling is m.is!eading 
“For the temporary relief of minor at-.hes tc consumers. As discussed in comment 
and pair,s” [which may be follotired by: 15 above, the agency is proposing to 
(“associated with” (select one cr more expand the indications for OTC 
of the foilow-ing: “a cold.” “the common analgesic drug products to include 
co1 d, ” “sore throat, ” “headache,” or examp!es of pain amenable to self- 
“toothache”)) and/or (“and tc reduce treatment. i.e.. “headache,” “toothache,” 
fever”.)] The agency is also proposing “muscu!ar aches.‘- “backache,” “sore 
that the term “flu” may be added to throat,” ” pain associated with the 
these revised indications for products common cold.” “ pain associated with 
containing acctamincphen. the premenstrual or menstrual periods,” 

In addition, the agency is proposing or “minor pain from arthritis.” Although 
that all OTC analgesic-antipyretic drug the terms “arthritis” and “rheumatism” 
products bear a statement of identity as are used interchangeably by some 
a “pain r4iever” or “analgesic (pain consumers, !hr agency believes lh31 
reliever).” If the product is also labeled ‘-arthri:is” is more accurate, more 
to include the indication “to reduce precise, and more readily understood by 
fever,” then the statement of identity is the majority of consumers. 
“pain reliever-fever reducer” or Insiead of denyir.p constimers 
“analgesic (pain reliever)-antipyreiic information on the use of OTC 
(fe\*er reducer).” analgesics for relieving the minor pain 

17. One comment agreed with the from arthritis, the agency believes it 
Panel’s recom-menda tion that OTC would be mor2 appropriate to prcvide 
analgesic drugs should not be labeied such labeling. Consumers are waned 
for the relief of pain from arthritis, against use for more than ?O days and to 
adding that such labeling could be consult a doctor if pain persists cr gets 
misleading to consumers. The comment worse, if new symptoms occur, or if 
stated that consumers may equate relief redness or sweiling is present. These 
of pain with effective treatment of sclf- warnings should be sufficient to 
diagnosed “arthritis,” thus preventing or encourage consumers with persistent 
delaying the diagnosis and proper pain or inflammation who believe they 
treatment of a rheumatic disease and have arthritis to consult a doctor for 
that OTC dosages of aspirin “rareIy if diagnosis and treatment. (See comments 
ever’* have anti-inflammatory activity. 18 and 19 below.) 

Other comments disagreed with the 18. One comment recommended a 
Panel’s recommendation and uw,ed that warn@ for OTC analgesic drug 
labeling of OTC antirheumatic products products that would alert consumers 
include their use for the temporary relief #ifh symptoms of arthritis to consult a 
of minor aches and pains from arthritis doctor if pain persists for more than 5 
and rheumatism for the following days cr if redness is present. 
reasons: (I) Consumers should not be Because the agency is expanding the 
denied such information. and to do so indications labeling for analgesic 
would place increasing demands on ingredients to include minor pain from 
doctors and economic burdens on arthritis, the warnings recommended by 
consumers and the health care system; the Panel in 6 343.50(c)(1) (i) and (ii) are 
(2) aspirin has an anti-inflammatory being revised to alert consumers to 
effect at OTC dosages, but the Panel’s symptoms of inflammation (redness or 
recommended labeling may lead some swelling). which may appeai in 
consumers to believe that aspirin conditions such as arthritis and which 
products are unsuitabie for relieving signal the need to consult a doctor. 
arthritis pain, and they may turn to Because the indications for pain and 
undesirable treatment alternatives, such fever may be combined. the warnings 
as diet fads or copper jewelry; (3) minor are also being combined to inform 
arthritic syndromes can be managed by 5 co;lsumers to consult a doctor if pain or 
self-medication with OTC internal fever persists or worsens and to include 
analgesics wifhout leading to serious the 3-day limit for fever. The cornmen! 
medical consequences from delays in srlbmitted no data to support its rcquzst 



- 
to shorten the limit of OTC analgesic 
use for symptoms of arthritis to 5 days. 
In the absence of such data, the agency 
proposes to retain the lo-day limit for 
self-medicating for pain, 

Recognizing that certain OTC 
ar.a!gesic drug products may be labeled 
fcr use in adults and children. for use in 
chiidren only, or for use in aduits only, 
the agency is proposing the following 
warnings in the tentative fir.si 
monograph to replace those 
recommended by the Panel in 
fi 343.50(c)(1) and (2): 

(I) For products labeled -fix adzIts- 
For prdtxis cor;to!~~i~~g any ingredier: t 
i-5 ~%.?.lO. “Do not take this product for 
pain for more than 10 days or for fever 
for more than 3 days unless directed by 
a doctor. If pain or fever persists or gets 
worse, if new symptoms occur, or if 
redness or swelling is present, consult a 
doctor because these could be signs of a 
serious condition. 

(2) For products labeled foi- children .? 
years to under 12 yews of age-( if For 
products coxitaining any irgredierit in 
§5”43.10. “Do not give this product for 
pain for more than 5 days or for fever for 
more than 3 days unless directed by a 
doctor. If pain or fever persists or gets 
worse, if new symptoms occur, or if 
redness or swelling is present, consult a 
doctor because these could be signs of a 
serious condition.” 

(3) For prodxts labeled both for 
adults and/‘br children 2 yecrs to under 
12 years of uge * + ‘. “Do not take this 
product for pain for more than iO days 
(for adults) or 5 days (for children), and 
do not take for fever for more than 3 
days un!ess directed by a doctor. If pain 
or fever persists or gets worse, if new 
symptoms occur, or if redness or 
swelling is present, consult a doctor 
because these could be signs of a 
serious condition. Do not give this 
product to children for the pain of 
arthritis unless directed by a doctor.” 

19. Several comments disagreed with 
the arthritis warning for OTC aspirin 
d&g products recommended by the 
Panel in 8 343.5O[c)(3)(i): “Take this 
product for the treatment of arthritis 
on:y under the advice and supervision of 
a physician.” The comments also 
disagreed with the warning for 
acetaminophen products recommended 
in 8 343.5O(c)(S)(ii): “Do not take this 
product for Ihe treatment of arthritis 
except under the advice and supervision 
of a physician.” One comment 
questioned why the warnings were 
different acd recommended that the 
warning for aspirin in 5 343.50(c)(3)(i) 
also be used for acetaminophen because 
both drugs are commonly recommended 
by physicians for the pain from arthritis. 

Other comments opposed identical 
warnings for aspirin and 
acetaminophen. but also oppcsed the 
warnings recommended by the Panel for 
both drugs (i.e., 5 343.50(c) (3)(ij and 
(5)(ii)), ai-gcIr.g that these warnings are 
SC similar that ccnsumers probab!y 
wou!d not perceive their intended 
difference. These comments added that 
the Panei’s recommended arthritis 
warning for acetamincphen may lead 
consumers to believe that 
acetaminophen is effective ir, treating 
arthritis. Emphasizing that 
acetaminophen, unlike aspirin, has no 
anti-irXlammatory effect ar,d cannot be 
used to trsa t arthritis. one corn-men! 
suggested that the recommended 
warning in 5 343.5o[c)(5)(ii) be replaced 
with the following: “Do not take this 
product for the treatment of arthritis.” 
As an alternative to this warning. a 
comment suggested the fcllowing 
warning: “Do not take this product for 
the relief of arthritis symptoms except 
cnder the advice and supervision of a 
physician.” Another comment suggested 
that, because aspirin can be used to 
treat arthritis, the foIlowing s ta!ement 
be incorporated with the dosage 
schedule of OTC aspirin drdg products 
in place of the recommended warning in 
5 343.50(c)(3)(i): “Dosage for arthritis 
and rheumatic conditions should be only 
under the advice ar,d supervisicn cf a 
physician.” 

The agency agrees that it may be 
difficu!t for consumers to distinguish 
between the warnings recommended by 
the Panel for aspirin and 
acetaminophen. Although aspirin is an 
anti-inflammatory agent. scetaminophen 
is not Consumers might incorrectly 
interpret the Panel’s acetaminophen 
warning (5 343.5o(c)(5)(ii)) to mean that 
acetaminophen is effective in the 
treatment of arthritis. To avoid 
misinterPretation and confusion, the 
agency is not including this warning in 
the monograph. Similarly. the agency 
does not believe that acetaminophen 
products should bear the warning 
recommended by the Panel for aspirin 
products in Q 343.50(c)(3)(i), because 
consumers could also misinterpret this 
warning to mean that acetaminophen 
can be used to treat arthritis. An 
indication for the relief of “minor pain 
from arthritis” is being proposed for the 
labeling of both aspirin and 
acetaminophen products. However. an 
indication for the treatment of the 
arthritis itself is not being proposed for 
any OTC internal analgesic drug product 
because such treatment should be 
conducted only under the supervision of 
a doctor. Different labeling s!atements 
on aspirin and acetaminophen drug 
products regarding arthritis, as 

suggested by some sf the comments, 
might encourage self-diagnosis and self- r. 
trea tinent of arthritis. The warning being -1 
proposed in 5 343.50(c)(l)(i) of this 
document for all Category I ingredients 
shou!d lead consumers with arthritis 
symptoms to consult a doctor for 
diagnosis and treatment of the 
condition. (See comments 17 and 18 
abcve.) Fcr !hese reasons. the sgcncy 
proposes not to adopt the comments’ 
suggestions and is not including either 
the Panel’s recommended 
5 343.5O(c)[3)ji) or 9 343.50jc){5)(ii) in the 
tentative final monograph. 

20. Two comments main!aiced that 
the agency should permit the names of 
OTC analgesic drug products to reflect 
the uses of the products. The comments 
specifica!ly requested Permission to 
include the term “arthritis” in certain 
product names. One comment disagreed, 
arguing that product names which 
specificaiIy refer to‘“arthri tis.” such as 
“arthritis strength,” “arthritis pain 
formcla,” or “rheuma!ism preparation.” 
imply :hat these products are uniquely 
effective for arthritis and will encourage 
improper self-diagnosis and 
inappropriate and potentially hazardous 
therapy. 

The agency agrees that product names 
can be informative and that they should 
net be misleading. Medically descriptive 
produc:! names, e.g., “arthritis pain 
formula,” are not required and arz not 

t 

included in the moncgrsph. These 
j 

names are considered to be ou!side the 
sccpe of the OTC drug review, but are 
subject to the provisions in section 502 
of the act (21 U.S.C. 352) relating to 
labeling that is false or misleading. Such 
terms wi!l be evaluated by the agency in 
conjunction with normal enforcement 
activities relating to that section of the - 
act. 

21. One comment stated that the 
labels-of OTC analgesic and antipyretic 
drug roducts should include a warning 
that 1K ese products suppress the body’s 
defense mechanisms. The comment 
explained that, although the antipyretic 
and anti-inflammatory effects of aspirin 
cause a temporary relief of unpleasant 
symptoms. the disease process is 
disguised; valuable defense mechanisms 
such as inflammation and increased 
body temperature are impaired; and the 
illness is thereby prolonged. 

The comment submitted no evidence 
to support the statement that analgesic 
and antipyretic drug products suppress 
the body’s defense mechanisms and 
thereby prolong illness. and the agency 
is aware of none. Therefore, the agency 
is not proposing to include a warning in 
the monograph as suggested by the 
comment. The agency considers the 
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revised lo-day and S-day warnings for 
analgesic drug products in 
5 343.50(c)(1)(i), (z)(i). and (3) in If&is 
tentative fina! monograph adequate to 
warn consumers to oblain professional 
help if symptoms persist or get worse or 
if new symptoms occur. 

22. Two comments objected to the S- 
day,!imitation of use of analgesic and 
antipyretic dmg products by children 
under 12 years of age in the Panel’s 
recommended warning statement in 
$ 343.5O(c)(l)jii). The comments agreed 
with the Pane! that the period of OTC 
use of analgesic and antipyretic drugs in 
children under 12 years of age should be 
limited, but disagreed over the length of 
time. Suaested alternatives were 2 or 3 
days. One comment argued that this 
warning implies that OTC analgesic 
drug products are unsafe or toxic if used 
longer than 5 days. 

The agency is proposing the following 
revised warning fcr children 2 years to 
under 12 years of age in 0 343.50(c)(2)(i): 
“Do not give this product for pain for 
more than 5 days or for fever for more 
than 3 days unless direc!ed by a doctor. 
if pain or fever persists or gets worse, if 
new symptoms occur, or if redness or 
swelling Is preserit, consult a doctor 
because these could be signs cf a 
serious ccndition,” (see comment la 
above). 

The comments submitted RO dota to 
suppcrt their suggestions for shorter 
time limitations. The Internal Analgesic 
Pane! based its recommendation of a S- 
day timitaticn for children on reyorts 
from Poison control center data and on 
computer simulations that demonstrated 
that the plasma salicylate level could 
exceed 20 milligrams per 100 milliliters 
(mg/mL) (a toxic ieve!) “among some 
smaller children of a particular age 
category following the recommended 
dosage schedule after 5 days” (42 FR 
35368). The agency believes these data 
provide sufficient reason to Propose the 
Panel’s recommended S-day use 
limitation for children. 

23. Several comments opposed the 
number and length of watiing 
statements the Pane! recommended for 
OTC analgesic and antipyretic drug 
products. One comment expressed 
concern that an extensive list cf 
warnings for Prcducts containing 
aspirin. compared to a shorter list for 
acetaminophen drug products, wi!! lead 
consumers to conclude that aspirin drug 
products are more toxic and less useful 
than acetaminophen drug products. 
Other comments urged FDA to limit 
warning statements to those that are 
cientifically documented, clinically 
gnificai!t, and important 10 the 

dpproprintc> use of the products by the 
fcrngc consumer. These comments 

further urged that the statements be 
ccmbined and condensed for ease of 
consu.mer understanding and to avoid 
label clutter that may cause coilsumers 
to ignore cautions and warnings in the 
labeling. One comment suggested the 
use of supp!ementary circulars, etc. 

FDA agrees that the warning 
s!atements for OTC drug products 
should be limited to those that are 
scientifically documented, clinically 
significant, and important for the safe 
arzd effective use of the products by 
consumers. The agency is requiring 
warning statements for each ingredient 
cn this basis. not cn tLe basis of a 
comparable number of warnings for 
each ingredient. Warning statements are 
also being combined and condensed 
whenever possible for ease of cor?sumer 
understanding. In addition. 
manufacturers are free to design ways 
of incorporating all required information 
in labeling, e.g., using f!ap labeis. 
redesigning packages, or using a 
package insert. 

24. *Many cemmen!s oppcsed 
warrtiAgs that ci!e organs of the body as 
pcssiblz sites of damage by internal 
analgesic diug products. with some 
comments referring specifically to the 
FaceI’s recommer,ded Ii\-er warning for 
acctamir.Dphen in $ 343.$.0(c)(S)(i). These 
comments argued that naming an organ 
that may be injured fro-m an acute 
overdasa cr from excessilre use of an 
analgesic drug would Piace the 
responsibiiity of recognizing organ 
damage on the consumer, who would 
then be assuming the role of a physician. 
The comments further argued that this 
kind of label warning may be 
misunderstood and may either alarm or 
cause anxiety in consumers who use 
drugs rationally. On the other hand, the 
comments added, such labeling may 
provide information that may induce 
individuals to harm themselves. 

The comments favored a single, more 
genera! warning for a!! OTC internal 
analgesic dnig products, such as the 
following: “Do not take this product for 
more than 10 days unless directed by a 
physician. Excessive use over a long 
period of time may cause permanent 
.?. I‘.jury. ” One comment suggested that. if 
such a genera! warning is not adopted. 
a!! OTC drug products should bear 
labeling which fully discloses the 
conditions under which damage may 
occur. 

The agency is not Proposing !o include 
the genera! warning suggested by the 
conlments in this tentative final 
monograph. FDA be!ieves that the self- 
medicating consumer should be made 
aware of polentia! risks of a particular 
OTC drug product throtigh label 
wa~~~~irlgs. As discussed in comment 25 

below. the agency agrees that the 
warnir,gs need not specify the toxic 
effects o;1 particular organs of the body 
tha! can be caused by acute overdose of 
a drug. as in a suicide attempt, and is 
not proposing the Panel’s recommended 
liver warning for acetaminophen in this 
!en tative final monograph. Hcwever, the 
agency concludes that the warnings 
should include specific information on 
the known side effects or adverse 
reactions that may occur froan use of ti-te 
drug according to labeled directions, as 
~relf as potential dangers that may occur 
if the labeled directions are exceeded. 

The agency concludes that when 
medical evidence shows that toxicity is 
associated with the use of an OTC drug, 
either within its recommended dosage or 
whez used beyond its recommended 
time limit or dosage (except for acute 
overdose), it is appropriate to warn 
cofsumcrs of the potential toxicity. In 
such cases ii may be necessary to 
include organ-specific warnings as we!! 
3s genera! labeling statements. 

25. Many comments opposed the liver 
warning recommended by the Panei for 
acetaminophen drug products in 
0 343.%fc)(j)(i). “Do not exceed 
recommended dosage because set-ere 
liver damage may occur.” Some 
comments argued that acc?aminophen 
taken in recommended OTC dosage 
ranges shoves no evidence of 
hepatotoxicity and that the labeling 
required in 4 330.1(g), “Keep this and a!! 
drugs out of the reach of children. in 
case of accidental overdose, seek 
professional assistance or contact a 
poison control center immediately.” 
provides sufficient warning to 
consuiners. The comments expressed 
concern that the liver warning 
recommended by the Pane! may 
discourage consumers from ever using 
acetaminophen and that this warning 
may also encourage suicida1 persons to 
a&se acetaminophen dnzg products. 
The comments also argued that the liver 
warning is especially inappropriate for 
children’s acetaminophen drug products 
because there is a lack of documented 
fatalities and serious liver damage in 
children from acute acetaminophen 
overdose. The comments stated there 
may be differences between the 
metabolism and pharmacokinetics of 
acetan?inophen in children and adul!s 
that wotild cai;se children to be less 
vulnerable to acetaminophen toxicity. 

Other comments endorsed the 
recon?i;lended liver warning and pointed 
out that there are no unique signs of 
acetaminophen toxicity. such as ringing 
in the ears (tinnitus). and that syn?p:oms 
of acetnmincphcn toxicity do not appear 
un!ii 3 few days aftrr the overdose. 
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Noti:::: that consumers are increasing 
their cse of acetaminophcn and that 
fatalities and liver damage have 
ccrurred In chl!drcn. the comments 
argl:ed that the recommended war;ling 
may discourage consumers from 
exceeding the reccmmended daily OTC 
dosage of acetaminophen and make 
consu-Ters and doctors aware of the 
consequence of acetaminophen 
overdose. One comment, concerr,ed 
about toxicity from the chrcnic use of 
acetaminophen in dosages cf less !han II 
grams (g) per day, suggested that the 
prcposed liver warning be revised to 
place additional emphasis on the 
recommended iimit of self-trca tment 
with acetaminophen as follows: “Do not 
exceed recommended dasage or take for 
more than 10 days, becacse severe liver 
damage may OCCUI-.” Ancther comment 
suggested that the recommecded 
Iyarning be revised to state the dcsage 
that wi!i cause hepatotoxicity. for 
example, 41~ or more 325-mg tablets 
t3ken as a sing!e dose. 

After evaluating the da!a z.nd 
information submitted, t!le agency has 
tentatively decided r,ot to adopt the 
liver wa?rr.ing reco.mmended by the 
PanEI in 5 313.50(c)(5)(i). The agency is 
aware that liver damage can occui frcm 
acelaminophen cveidosase. as 
explained by the Panel (42 FR 55414). 
tic;vever. the agency believes that 
warnings need not inc!ude Information 
CT: the specific toxic effects on organs of 
t?e body caused by acate overdose of a 
drug. as in suicide. (See comment 24 
above.) The agency also considers it 
inadvisable to specify hepatotoxic 
dosage levels in consumer labeling. as 
oae comment suggested, because such 
labeling could be suggestive to suicidal 
individuals. 

The agency has noted t\vo reports of 
hepa totoxici ty in children who 
overdosed on acetaminophen. Arena, 
Rourk, and Sibrack (Ref. I) described a 
s-year-old girl who ingested 35 tablets of 
acetaminophen 325 mg and suffered 
decreased consciousness, vomiting, and 
enlargement of the liver and spleen. At 
that time the serum ammonia ievel was 
62 micrograms per deciliter (&dL). She 
was admitted to the hospital about 24 
hours after ingestion. The serum 
acetaminophen level was 94 micrograms 
per milliliter (,wg/mL) 24 hours after 
ingestion; 48 hours after ingestion it 
dropped to 25 &mL. Seventy-two 
hours after the overdose. serum 
lransaminase (liver er,zyme) :evels 
revsaled a peak serum glutamic- 
0xaloacet;c transaminase of 20.376 
liriternaiional Ur,iis (1.11.) and a peak 
sF;urn glutzmic-pyruvic 1rans4minase of 
1:~.:1(33 ! LI The pzticnl V:;IS c?lcrt and iv 

good spirits by the second day in th& 
hospital and &as discharged I week 
later. Seven weeks after discharge her 
liver enzymes were normal. 

Al!hough this child weighed only 31 
pounds and had ingested 11.~5 g 
acetaminophen, resulting in phenomenal 
transaminase levels and a high plasma 
level of acetaminophen at 24 hours. she 
survived withor;t any aftereffects. AS 
one co.mment noted, this case suggests 
that a child’s liver may be less 
vu!nerab!e to the heFa!otoxic effects of 
acetaminophen overdosage than an 
adult’s, The agency points Oct. however, 
that before conclusions can be made on 
the potential toxicity of acetaminophen 
in children, more data are needed on the 
metabo!ism of acetaminophen and 
clinical observations in children (Ref. 2). 

Carloss (Ref. 3) reported the death of 
a 3’/2-year-old girl who had an upper 
respiratory infection and was being 
trea!ed with acetaminophen. The child 
was given 120 mg of acetaminophen 
syrup every 4 hours for three doses. Her 
doctor :ater increased the dose to 720 
mg every 3 hours. During the next 23 
boars she took 5.~ g acetaminophen 
and was hospitalized fcr pausea and 
vomiting. Fourteen hours Efter the last 
dose, the aee!aminophen level was 5.3 
mg/dL (thrrapeuti: range. 1 ta 3 mg/dL). 
well in the range cf hepz totoxicity. The 
child was discharged from the !lospital 
i!l& next morning, but was readmitied 16 
hours later with a serum glutamic- 
oxa!oacetic transaminase level of 22.COO 
I.U. and subsequently died. 

The child described by Carlost (Ref. 
3) was approximately the same age as 
the one described by Arena, Rourk. and 
Sibrack (Ref. I). Neither child had been 
ireated with an antido!e for 
acetaminophen psisoniq, such as N- 
acetylcysteine. It is difficult to explain 
why the child who had ingested 5.04 g 
acetaminophen died, and the child who 
had ingested 11.375 g acetaminophen 
survived. 

Regarding chronic use of 
acetaminophen within recommended 
OTC dcsages. the agency at this time 
does not believe that the labeling 
suggested by the comment. “Do not 
exceed recommended dosage 01 take for 
more than 10 days. because severe liver 
damage may OCCUT.” is needed. The 
warnings proposed in 4 343.50(c) (l)(i) 
and (3) in this tentative final monograph 
already state a IO-day limitation for 
adults on OTC analgesic self- 
medication. Furthermore, the agency is 
aware of only one somewhat convincing 
case report of acetaminophen 
hepatotoxicily associated with chronic 
acetaminophen usage in a normal 
icdividunl (Ref. 4j. A scrond case has 

been reported, but recha!lenge results 
were inconsistent (Ref. 5). As discussed 

\ 
fy 
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in detail in comment 27 below, Olsson 
(Ref. 4) described a 55-year-old male 
who was hospitalized for a flareup of 
hepatitis while taking a product 
containing acetaminophen and 
chlormezanone. He had no recent 
history of drug or alcohol use, but had a 
l-year history of alcohol abuse 7 years 
before hospitalization. Because this 
individual developed hepatotoxicity on 
a low dose of acetaminophen. it is 
possible that some other problem was 
also present. (This patient was using a 
drug containing acetaminophen and 

1 

chlormezanone, which could have 
induced the liver injury.) No similar 
report has appeared despite the wide 
use of acetaminophen. 

A case of chronic use of 325 mg 
acetaminophen (12 tablets daily for I 
year) was described in which the 
patient’s serum glutamic-oxalcacetic 
transam’lnase level was normal before 
acetaminophen use (Ref. 5). Af!er 1 year 
of acetaminophen use. liver function 
tests showed an abnormal serum 
glutamic-oxaloacetic transaminase level 
and enlargement of the :iver and spleen. 
After the drug was disconiinued, the 
patient’s serum glQ!amic-oxaloacetic 
transaminase !evel return& to normal. 
After being discharged from the 
hospital, the patient resumed using 12 
tablets of 325 mg acetaminophen daily. 
Within z months he deve!cped pain and 
was rehospitalized. A monitored 
rechallenge with one dose of 1.325 mg 
acetaminophen caused a rise in liver 
eniqme !evels (sen;m glutamic- 
oxaloace tic transaminase and serum 
glutamic-pyruvic transaminase leveis) 
within 12 to 18 honrs. A liver biopsy 
revealed “bridging necrosis, spanning 
two portal znd two central areas.” After 
discontinuing acetaminophen for 4 
months, the individual developed 
abdomital pain and enlargement of the 
spleen 2nd had to be treated with 
azathioprine and prednfsone. One year 
later. when liver function tests were 
back to normal, the individual again 
was rechsllenged with 1.325 mg 
acetaminophen without any 
development of symptoms or rise in 
liver enzyme levels. This raises the 
possibility that this patient might have 
been deve!oping chronic active hepatitis 
exacerbated by acetaminophen. 

. 

Rosenberg et al. (Ref. 6) described two 
individuals who had taken 3.6 g 
acetaminophen daily for 1 to 2 weeks. 
One person had a history of Giibert’s 
disease (characterized by mild 
jaundice) Eorh developed jaundice 
during a course of infectious 
mononucleos;s. Ilowever. brtcause 

1 



jaundice can occur in 5 to 10 percent of 
patients with infectious mononucleosis. 
the jaundice in these 1~~0 patien!s couid 
not defir,ite!y be attributed to 
acetamirophen. 

Johnson and Tolman (Ref. 7) 
described a patient who had been taking 
3 g acetaminophen daiiy and 
complained of fatigue and loss of 
appetite. The patient had used no other 
drugs and was not exposed to toxins 
other than uniden!ified cleaning 
solvents used occasionally. On medical 
examination there was liver tenderness. 
and a liver function test showed 
abnormal results. A liver biopsy 
revealed evidecce of chronic active 
hepatitis with cirrhosis. The patient had 
a positive rechailenge, and the liver 
enzymes increased during the 2 weeks 
fol1owir.g the rechcllenge, indicating 
that acetarninophen may have caused 
this elevation. It is possible that the 
patient had chronic active hepatitis and 
that acetaminophen exacerbated it. This 
case was also complicated by the 
concomitant occasional use of 
unidentified cleaning solvents. 

The agency has uoted instances 
where only a n&l overdose of 5 to 7 g of 
acetaminophen may have produced 
hepatotoxici!y. \%‘are et sl. (Ref. 8j 
described a person who developed 
disorientation, jacndice, and fever af!er 
usi:lg acetaminophen and prescription 
drJgs daily for headaches. Liver enzyme 
levels were elevated. and a liver biopsy 
showed centri!obu!ar fibrosis and 
bridgirrg necrosis with evidence of both 
an acute and a chronic process. The 
patient improved after 8 days of 
unspecified conscr-Jative trea:ment. This 
case does not prove acetaminophen 
hepatoioxicity because the other drugs 
the patient had been taking can cause 
hepatitis. 

Toxic hepatitis was reported in three 
persons who were regularly ingesting 
acetaminophen in higher amounts than 
the recommended OTC dosage (Ref. 9). 
One patient was an alcoholic who for 
years had used up to IO 3~1-mg tablets 
of acetaminophen dzily. During the 4 
days before admission to the hospital, 
this icdividual drank no alcohol. but 
used about 100 tablets of 
acetaninophen. On admission !o the 
hospital. the patient’s liver enzymes 
were elevated. but !hey fel: rapidly over 
the next 2 to 3 days. The a-mount of 
;,cetaminophen ingested and !he 
subsequent pattern of serum liver 
erzyme abnormality found in this 
patient were consistent with a 
substan!ial overdose of acetaminophen 
z to 3 days before admission. 

?-he second individual used as me& 
as 5.2 g acetaminophen daily. This 
p:~ii?nt h.sd c!issemir.ated bronchial 

cancer, with gcnpral ill health and 
malnctrition. This patient’s liver 
enzymes were elevated while using 
aceta;r.inophep. After the liver enzl mes 
returned to normal. the patient \X’~LS 
rechallenged. The rechallenge of 5.2 to 
5.5 g acetaminophen daily produced 
eievated liver enzyme levels. The 
plasma acetaminophen leve! at 21 hours 
was 37 pg/mL. corresponding to an 
overdose of the drug. 

The third indi\-idual had reportedly 
used 5.2 to 6.5 g acetaminophen daily for 
3 weeks before hospita!ization. Forty 
hours after the lasi dose, the plasma 
acetaminophen concentration was 15 
pg/mL. con sistent with an overdose. 

A!though it is not inconceivable that 
chronic use of acetaminophen within 
recommended OTC dosage ranges 
produces chronic active hepatitis in a 
very low percentage of people, and 
although it is possible that 
acetaminophen can exacerbate 
preexisting chronic active hepatitis, the 
agency concludes that the above data 
do not provide an adequate basis for 
requiring a labeling statement on liver 
damage from chronic use of 
acetaminophen, that is, within 
recommended daiiy OTC dosages for 
longer than 10 days. 

Although the liver ivarning 
recommended by the Panel in 
9 313.5qc)(5)[i) is being deleted, the 
agency shares the comments’ concern 
that symptoms ol acetamincphen 
toxicity do not appear until a few days 
after an overdose. Following 
acetaminophen overdosage, there is a 
I%- to rla-hour period of relative weli- 
being, when symptoms of hepatotoxicity 
do not appear despite the occurrence of 
liver damage. This “silent period” may 
create a false sense of security that 
could delay the use of an antidote. 
which must be adm%s!ered promptly in 
order to be effective (Refs. 10 and 11). 
To alert consumers that prompt medica! 
attention is essential to the proper 
management of acetaminophen 
overdose, the agency is proposing the 
following overdose warnings for 
acetaminophen drug products: For 
prod&ts labeled for adults 
(9 343.5O(c)(l)(iii)). “Prcmp! medical 
attention is critical for adults as well as 
for children even if you do not notice 
any signs or symptoms,” or for products 
labeled for children (0 343.58(c)(Z)(iii)), 
“Prompt medical attention is critical 
even if you do not notice any signs cr 
symptoms.” For products labeled both 
for adults and children, the warning For 
adu!ts would apply, as described in 
8 343SO(cj(3). Boih warnings would be 
required to follow the genera! overdose 
warning; in $ 330.1(p) that are required 
for all OTC drugs. 
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26. Severa! comments urged the 
adoption of 2 warning s!atement that 
advises consumers who have 
preexisting liver disease, such as 
hepz ti tis or infectious mononucleosis, or 
who may have Reye syndrome, against 
the use of acetaminophen unless 
directed by a doctor. The comments 
cited reports in the medical literature 
concerning acetaminophen toxicity in 

that there is no evidence to warrant a 

persons with liver disease (Rek. 1 

warning regarding acetaminophen and 

@ through 13). Two comments asserted 

preexisting liver disease. One of these 
comments submitted two clinicat studies 
(Refs. 14 and 15) and a report (Ref. 16) to 
support its position. 

In reviewing and evaluating the data 
and information strbrnitted by the 
comments, the agency has conc!uded 
that the-e is insufficient evidence at 
present to propos, 0 a warning against the 
use of acetaminophen at recommended 
OTC dosages by individuals with 
preexisting liver disease. 

The data and information :a Refs. 1 
through 7. Reffs. $? through 13. and i?ef. 16 
presented no evidence to shop that 
OTC dosa;;r,s of acetamino?hen cause 



hcpatotosiciiy is pcrscns wi!h 
preeui s!ing liver di- sase. Rosenberg ct 
al. (Ref. 8) described two perso;:s who 
de\ eioped jaundice dtlring a ccurse of 
inieciious mor.on[:cic(;sIs. fqs d;scussed 
in cc;nment 25 above, the jaundice 
c;lnnot be ccnfidcni!y asi-rlbed to 
ace!aminophen. 

One of ihe clinic al SiUctiCS (Ref. 141 
presents an open st:Jdy of six ,ma!e 
adults with chronic liver disease who 
kvere given 1 g acetaminqhen every 3 
hours four times a daJ. Af:er 5 days of 
acetamincphen administration, there 
vpere no significant changes in liver 
enzyme )ai=oratory values. The mean 
half-life of acetaminophen in these sir< 
subjects was S.325 2.3. l’en hours after 
an initial dose of I g acctarninophen was 
administered on t!~c first 22s;. the 
plasma acetamino$rn !evel was 
1.9t1.5 &ml,. There was no evidence 
of any significant accumuiaticn of 
acetaminophen in the p!nsma of ihese 
individuals. 

The ether clinical study (Ref. 15) 
presents a placebo-controlled, double- 
blind. crossover study in which placebo 
or 4 g aceteminophen (1 g every 4 hours 
for four doses per day) was 
administered daily to 2~) adults with 
preexisting liver diseese of various 
types. The indil.-iduals were treated fur 
13 days and crossed over to the 
a!ternate regi.men wi!hout a washout 
pe;-iod. In comparing liver enzyme leve!s 
of the individuals during acetaminophen 
adtninistration with those during 
placebo administration, no statistically 
significant differences were found. 
Three patients were excluded from the 
final analysis. One had changes in liver 
enzymes which could be attributed to 
the erratic course of his chronic active 
hepatitis. Although it is difficult to 
distinguish enzyme changes because of 
the erratic cotirse of chronic active 
hepatitis versus drug-induced changes, 
the resulting rise in transaminases after 
rechallenge with acetaminophen raises 
the question of whether acetaminophen 
exacerbated this Indikriduai’s chronic 
active hepatitis. 

Additional da!a regarding the plasma 
half-life of acetaminnphcn in individuals 
v*.ith liver disease were presented at a 
meeting of FDA’s Gastrcintestinal Drugs 
Advisory Committee (Ref. 17). These 
data appeared to ducumer!t prolonged 
serum half-life for acetaminophen in 
patients with liver disease. Nocetheiess. 
the results of the placebo-controlled 
crossover s!udy (Ref. 15) pave no 
evidence that this prolongation results 
in hcpatotoxic leve!s of the drug. It 
should be pointed ciut, however. that 
prolonged acetaminophcn half-life in the 
p;?lic:nis in this stud>, was not 

Dd ta pertGinins to c$oLhrome P-4%,) 
enzyme levels In uaticnis lti!h Ii\-cr 
disease may also-be r-levapi to 
dstzrmining acetamlnophen 
hepa!otoxicity. Available data at!ribute 
the production of the heps tc!oxic 
metabolite of acetaminophen to the 
Cyiochrcme PdZO syste,m. A redtiction 
in activity cf the cy!ochrcme P-450 
system then might resc!t in reduced risk 
of hepatotoxici ty- 

The fo!lowing data show decreased 
cytochrcmp P-450 levels in individuals 
with chronic !ivcr disease. Farrell, 
Cooksley. and Powell (Ref. 1&) showed 
that th e cytochrorr;e P-450 
concentrations in patients taking 
enzyme-inducing drugs such as 
phenobarbital, phenytoin, and 
glutetllimide are no different in control 
subjects than in persor,s Lvith mild-to- 
moderate hepetitis or inacti-:e cirrhosis. 
The patients with severe hepatitis or 
active cirrhosis who were taking 
enzyme- inducing drugs did have 
decreased cytochrorr?e P+% 
concentrations and may have lost the 
ability to respond to inducing agents. 

Schocnn et E!. (l?cf. 19) measured the 
cytochrome P-450 content in needle 
bicpsies of the human !iver and found 
that in individuals with severe hepatitis 
and cirrhosis. the cytochrome P-450 
level was SO percent of the control 
value. In individuals with either miid or 
moderate hepatitis, there was no change 
in the cytochrome P-450 level. Gabrielle 
et al. (Ref. 20) found no change in the 
cytochrome P-450 content in individuals 
with alcoholic steatosis and in those 
recovering from viral hepatitis compared 
with normal individuals. The 
cy!ochrome P-450 level in chronic 
persistent hepatitis was IO percent of 
the level in the normal ;kdividuals. in 
chronic active hepatitis, the cytochrome 
P-450 !evei was 30 percent of that of a 
normal individual. Although these data 
suggest that the acti\:ity of the 
cytochrome P-450 sysiem is reduced in 
individuals with severe liver disease, 
the relevance of this finding to 
acetaminophen hepatotoxicity in such 
individua!s is not clear. It is possible 
that low cytochrome P-450 levels would 
protect ngaiils? acetaminophen 
hepntotoxicity. but the evidence is 
conflicting on whether acetaminophen 
exacerbates liver disease. 

In summary, the agency believes that 
al present there are insufficient data to 
support a warning against the use of 
acctnminophcn by persons with 
pr-cyistirlg liver disease such as 

hepatitis. lit-er function affected by 
infectious mononuclecsis, or liver 
disensc res>! tin;: from Rpye sydrDmc. 
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27. Several comments cited data to 
express concern that certain drugs 
which induce microsomal enzyme 
activity (e.g., alcohol and barbiturates] 
may increase the potential for 
acetaminophen-induced hepatotcxicity 
(Refs. 1 through 14). The comments 
recommended that warnings such as the 
following be required on the labeling of 
ali products containing acetaminophen: 

Do not take this product if you use alcohol 
or barbiturates unless directed by a 
physician. 

Caution: Do not take this product if you are 
presently taking a prescription drug for 
epilepsy, barbiturates, or ethacrynic acid 
except under the advice and supervision of a 
physician. 

A reply comment opposed the 
suggested warnings, stating that there is 
no evidence of any significant drug 
interaction of acetzminophen when used 
at recommended doses with drugs which 
induce microsomal enzyme activity. 

The agency is not adopting the 
suggestion that consumers be warned 
against the use of ethacrynic acid with 
acetaminophen. The comments 
submitted no data to support such a 
warning, and the agency is not aware of 
data that indicate a need to warn 
consumers against the use of ethacrynic 
acid with acetaminophen. 

After reviewing the data cited by the 
comments, the agency has determined 
that the results are conflicting and that 
there is insufficient evidence at this time 
to warrant a label warning against the 
use of OTC dosages of acetaminophen 
products with alcohol, barbiturates, or 
prescription drugs used for epilepsy. 

One comment cited a commentary on 
acetaminophen which recommended 
that drugs such as phenobarbital and 
a!cohoI should not be used with 
acetaminophen because they appear to 
potentiate acctaminophen-induced 
hepatotoxicity (Ref. 1). However, no 
firsthand data were presented to 
support this recommendation. A report 
by Wilson et al. (Ref. 2] concerned a 13- 
year-old epileptic who took an overdose 
of acetaminophen and phenobarbital. 
subsequenlly developed hepatic 
cncephnlopathy. and died. These 
authors emphasized the seriousness of 
dealing with acetamir?ophen overdose. 
complicated in this case by the role of 

P 
phenobarbital in potenti%‘ting the 
hepatotoxicity of acetaminophen. 

Wright and Prescott (Ref. 3) 
re!rospcctive!y analyzed data on 16 
individuals wi!E hepatic necrosis 
fsliowing acetaminophen overdose. 
Eight of these ir.dividua!s showed 
evidence of ingestion of either alcohol or 
barbiturates used in the treatment of 
epilepsy. Three individuals were chronic 
alcoholics. Wright and Prescott stated 
that their findings suaest that 
acetaminophen causes more severe 
hepatic necrosis in patients who have 
previously taken d-rugs that may cause 

*induction of hepatic microsoma! 
enzymes, such as barbiturates and 
alcohol. However, they conceded that 
their results must be interpreted 
catitiously because of the small number 
of individuals studied and because of 
uncontrollable factors such as age and 
nutritional state of the individuals, as 
well as the possibility of their ingesting 
other drugs. 

Emby and Fraser (Ref. 8) reported on 
two cases of acetaminophen overdose in 
alcoholics and concluded that 
aat t * the enhanced hepatotoxity of 
paracetamo! (acetaminophen) in the 
presence of enzyme-inducing 
agents * * * has perhaps not been 
adequately emphasized.” M&lain et al. 

(Ref. 9) conducted studies in mice and 
also observed the c!inicaI course of 
three chronic alcoholics who ingested 
therapeutic, ra*&er than excessive, 
dosages of acetaminophen. McClain et 
a!. stated that their findings 
(4. c t 

Mitcheli et a!. [Ref. 4) concluded. as a 
result of their studies in rats and mice, 
that pretreatment of these animals with 
phenobarbital potentiates both the 
incidence and the severity of 
acetaminophen-induced hepatic 
necrosis. However. Prescott (Ref. 5) 
conducted a study on acetaminophen 
metabolism in 12 healthy volunteers and 
15 individuals who were chronically 
using microsomal enzyme-inducing 
agents such as phenobarbital and 
diphenylhydantoin. drugs used in 
treating epiIepsy. Prescott concluded 
that the production of hepatotoxic 
metabolites of acetarninophen was not 
increased in those individuals who used 
hepatic enzyme-inducing agents. These 
studies have produced conflicting 
results which are difficult to reconcile 
and from which firm conclusions cannot 
be drawn. 

suggest that alcohof enhances 
acetaminophen hepatotoxicity in mice 
and provides supportive evidence that 
these three alcoholic patients probably 
had a similar pathophysiological basis 
for their liver disease.” Goldfinger et al. 
(Ref. 10) reported hepatic damage in an 
alcoholic who had ingested 9.75 g 
acetaminophen over a Z-day period prior 
to hospitaiization. Vilstrup et al. (Ref. 
11) reported on fulminant liver failure in 
a woman who was a known abuser of 
a!coho!, diazepam, and barbiturates. 
The woman had taken a total of 5.4 g 
acetaminophen over a 2-day period for 
premenstrual pain and subseqcent?y 
died. 

Scott and Stewart (Ref. 6) reported 

The agency points out that the amount 
of acetaminophen ingested by the 
woman described by Vilstrup et al. is 
subject to question. It is also difficult to 
determine the exact daily dosage of 
acetaminophen ingested by those 
individuals observed by McClain et al. 
(Ref. 9) and Goldfinger et al. (Ref. 10). 
However, it appears that the individuals 
reported on by McClain et al. and 
Goldfinger et al. had ingested more than 
4 g acetaminophen, which is the 
recommended maximum daily OTC 
dosage. In addition, the individual 
observed by Goldfinger et al. was using 
meprobamate, another hepatic 
microsomal enzyme inducer, in addition 

that most of the cases of acetaminophen 
overdose which they had seen were 
accompanied by some a!cohol use and 
said that the time available for effective 
treatment of overdose may be “much 
reduced” in individuals with alcohol- 
damaged livers. Barker, de Carle. and 
Anuras (Ref. 7) observed severe liver 
damage in an a!coholic who had 
ingested “moderately excessive” 
amounts of aceteminophen (100 tablets 
of 300 mg acetaminophen 4 days before 
admission to the hospital). These 
investigators concluded that this 
individual’s use of alcohol induced the 
formation of toxic acetaminophen 
metabolites, which made him more 
susceptible to liver injury from the 
“moderately excessive” dose of 
acetaminophen. 

Q to alcohol and acetaminophen. 
OIsson (Ref. 12) described an 

individual who had a l-year history of 
alcohol abuse (occurring 7 years before 
hospitalization) and who was 
hospitalized with jaundice, hepatic 
cholestasis, and hepatic steatosis. This 
individual was using a drug containing 
acetaminophen and chiormezanone. 
Olsson acknowledged that it was 
impossible to obtain a reliable drug 
history from the patient. The role of 
alcohol is unclear. and chlormezanone 
could have induced the liver injury seen 
in this individual. Furthermore, no 
plasma acetaminophen determinatio;& 
was performed on this individual. Thus 
it is difficuit to implicate acetamirlophen 
and alcohol use positively as the 
causative factors in this case. 
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Shamszad et al. (Ref. 13) compiled 
data that suggest that the half-life of 
acetamiflophen is significantly 
prolonged in patients with liver disease 
from a!cohoI rise. However, these 
investigators noted ihat when alcohcrl is 
used simultaneously with 
ace!amlr,cphen the plasma 
disappearance curve of acetaminophen 
is unchanged. 

in considering the wide use of 
acctaminophen in the United States, and 
after evaitiating the above data, the 
agency concludes that the evidence 
2vaiiabie to warrant 9 label warning 
against the use of OTC dosages of 
acetamincphen with barbiturates, 
prescription drugs for epi!eps.y, or 
alcohol is conflicting and insufficient. 
However, if additional data demonstrate 
the need for such warnings in the future, 
the agency will reconsider its prcser,t 
position. 
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/wrnai of the Americun ~Zfedical 
Associalior;, 244:251-253. 193ll. 

(IO) Goldfinger, PI.. IT!: al., “CO~COIIlii2:li 
Alcohol and Drug Abuse Enhancir.2 
;Xreiamir,ophen Toxicity..’ .4 n;er.Cic.7 ?I, :T:,cI 

cf ~~as!roer;terc!ogv. 73:385-3&t& :S78.’ 
(11) Vilslrup. II, et a!., “Liver DZI~M~Z af:er 

I’ .X~WkirrX~l,” Ugeskrift for Laegcr, 139 RZ: - 
Kll. 19i7. 

(I 2) O!sson. R., “Increased ticpatic 
C‘Ynsrrivily to I’arzr,e:a~rlol.” r.a/;c-c( 2 I’,“- . . 
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(13) S’namszad. M.. et al.. “Abnormal 
hletabotism of Acetaninophen in Patients 
\Gith A!coholic Liver Disease” (abstract). 
Gaslroenferz!ogy, 63:865. 1975. 

28. Citing reports in the literature 
(Xefs. I through 9) to subs?antiate their 
argument. several comments stated that 
acetaminophen has many adverse 
effects that should be included in label 
lvarnings for products containing this 
ingredient. These adverse effec!s 
include allergic reactions with clinical 
signs such as skin rashes, drug-induced 
fever, or asthma attacks associated with 
cross-sensitivity between aspirin and 
acetaminophen. Other adverse effects 
include blood dyscrasiai, which are 
abnormal conditions of the blood. An 
example is thrombocytopenia, a 
decrease in the number of platelets. The 
comments attributed these adverse 
effects either to allergic reactions or 
idiosyncratic reactions, which are 
abnormal reactions peculiar to the 
individual. They also recommended a 
iabel wzrning to advise consk%ers who 
albe allergic to acetaminophcn not to use 
Froducts containing that dr-tig, and a 
label wsming to advise consumers who 
have ashna or are sensitive or allergic 
to as?irir, to consult their physician 
before csing ncetaminsphen drug 
p,odzcts. 

Two reply comments disagreed, 
arguing !h&;! clinical experience and the 
medica! literature indicate that adverse 
effects from acetaminophen are rare and 
do net support the need for such 
warning sta!ements. These comments 
e:so maintained that some of the 
references cited are single-case. 
anecdotal rep arts and that there is 
insufficient evidence in most of the 
cases to establish a cause-and-effect 
relationship betweea acetaminophen 
and the repcrted reactions. 

The agency believes that the warnings 
which the comments requested are not 
warranted at this time because there is 
insufficient evidence that these adverse 
efiects are being caused bj 
acetaminophen. I iowever. if sufficient 
evidence is presented to warrant new 
Ivarnings in the future, the ageccy will 
act accordingly. 

Two of the reports on adverse effects 
cf asetaminophen cited by the 
comments had also been cited by the 
I’a;le! and presented no new data for the 
a:gency’s cansideration (Refs. 3 and 4). 
Some of the reports cited by the 
cc,!nments were single-case reports of 
thrcmbocytcpenia, which may have 
rtlsuited from a nu,mber of factors. 
inr!udlng idiosyncracy. or which may 
!:a\ e beer! caused by agen!s other than 
acctnminophen (Refs. I. 3. End 7). There 
\t’eit‘ three single-case reports of skin 
i;lTh f()!icJ?viRg t!le cse of ace!aminophen 

(Refs. 4, 5. and 9). but no cases of drug- _ . 
induced fever. 

Studies present conflicting data on the -a 
occurrence of cross-sensitivity between 

I 

aspirin and acetaminophen (Refs. 2. 6. 8. 
IO, and II). Fisherman and Cohen’s 
study (Ref. 2) ccntained five cases of 
cross-sensitivity between aspirin and 
aceta.minophen. These researchers 
ca!cula ted an “intolerance index,” 
which can be used to compare the 
tendency of various .drugs to produce 
allergic reactions. The index is based on 
the usual therapeutic dose divided by 
the minimal dose needed to produce 
clinical symptoms of intolerance. This 
re.suIt is multiplied by the percent of 
patients showing intolerance. The 
calculated “intolerance index” of aspirin 
was 368 compared with 13.5 for 
acetaminophen, indicating that there is a 
lcw degree of cross-reactivity to 
acetaminophcn in aspirin-sensitive 
patients. 

The Smith study (Ref. E) also 
contained five cases of crosssensitivity 
betwern aspirin and acetaminophen, A 
challenge dose of several cornn?on 
analgesics was given to five aspirin- 
sensitive patients, two of whom 
indicated they were sensitive to 
acetaminophen. Smith measured the 
change in forced expiratory volume, 
which is a measure of air flow and 
purlmonary function, and noted whether 
rhinitis was present. Three of the 
patients had statistically significant 
drops in forced expiratory volume. a‘nd 
four patients also deve!oped rhini tis 
following acetaminophen 
administration. This study indicates a 
potential problem in a person who is 
highly sensitive to aspirin and who uses 
analgesic drugs. including 
ecetaminophen, but it does not explain . 
the clinical significance of changes in 
the forced expiratory volume. 

1 

Other studies, not cited by the 
commsnts, found no sensitivity to 
acetaminophen among aspirin-sensitive 
patients [Refs. 10 and 11). Sampter and 
Beers (Ref. 10) tested acetaminophen in 
1~2 aspirin-sensitive patients and found 
no adverse reactions. Other 
investigators tested II aspirin-sensitive 
patien!s ;vith therapeutic doses of 
acetarninophen and found no reaction to 
acetaminophen (Ref. 11). 

Because of the conflicting data on the 
incidence of cross-sensitivity between 
aspirin and ace tamincphen, the agency 
is not proposing a warning about cross- 
sensitivity to other analgesics on the 
acetaminophen label. Although the 
potential for aliergic reactions to 
acetaminophen does exist, the agency 
believes that the fo!lowing statement in 
the warnxngs in 3 343.5G(c~ (I)(i), (Z)(i) 
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and (3) will adequately inform 
consumers to c&sult a doctor if an . 
al!erg~c reaction, such as a r;s h. should 
occur folIowIng the use of 
asetaminophen: “’ * l if p.ew 
symptoms occur * ’ * consult a doctor 
because the:e could be signs of a 
sericus condi lion.” 

condition is diagnosed because Ihe 
ccnsumer is then under the care of a 
physician who will recommend proper 
medication and advise against 
inappropriate medicaticn. 

References 

The warnings recoinmended by the 
comment for inclusion in professional 
labe!ing are as follows: . 

Section 343.50(c)(3)(i): “Take this 

(I) Eisner. E-V., and N.T. Shahidi. “Imm~e 
Thrombocytopenia Due to a Drug 
Metabolite.” New England Journal of 
M.zdicine. 287:37880,1972. 

(2) Fisherman, E-W-. and GN. Cohen. 
“Aspirin and Other Cross-Reacting Small 
Chemicals in Known Aspirin Intolerant 
Patients.” Annals of Allergy. 31:476-&l. 1973. 

r (3) Heading, R.C.. “Purpura and 
Faracetamol” (letter to the editor). Briiish 
/V:edikiI/oumol, 3743-44, 196% - 
l’>(4) Henriques, CC.. “Acetaminophen 
5 tnsitivity and Fixed Dermatitis” (letter to 
the editor). ]oarncf cf the American Medical 
Association, 214:2336, 1970. 

(5) Michelson. P.A.. “Rash, Weakness. and 
Acetaminophen.” Annals Gf Inle;nal 
P.fedicine, 831374. 1075. 

(E) Schmid. W.11.. “Acetaminophen- 
Induced Bronchospasm.” Seul.‘lcrn Medical 
JGurnol. 70:5W and G12.1077. 

(7) Skokan. 1-D.. J.S. Hew!et!. and G. C. 
k!offman. “Thtombocytopenic Purpura 
Associated with Ingestion of Acetaminophen 
(Tylenol).” Cfevelond Ciinica! Quarterly. 
4~.89-91. 1973. 

product for the treatment of arthritis 
only under the advice and supervision of 
a physician.” 

Section 343.%(c)[.?](iv): “Caution: Do 
not take this product if you have 
stomach distress. ulcers, or bleeding 
problems except under the advice and 
supervision of a physician.” 

The comment contended that these 
statements, clearly intended for adults, 
are unnecessary and inappropriate for 
analgesic and antipyretic drug products 
labe!ed for children. The comment 
added that requiring these warnings on 
small containers (e.g., the 36-tab!el size 
limitation for pediatric aspirin products) 
will result in smaller print that will 
make the labeling message Iess 
conspicuous, less legible, and less likely 
to be read and understood by the 
consumer. 

(8) Smith. A.P.. “Response of Aspirin- 
AKergic Patier,ts to Challenge by Some 
Analgesics in Cornman Use.” Erifish Medicof 
Jwrno!, 2:494-496. 1971. 
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29. One commeni szggcsted that the 
professional labeling recommended by 
the Fane! (9 343.80) be revised to include 
the indications that the Panel did not 
place in Category I because of its 
concern about self-diagnosis. The 
comment argued that, although self- 
diagnosis is a valid concern for 
consumer-oriented labeling. this concern 
is irrelevant to professional labeling. 
Another comment suggested that the 
Panel’s recommended warnings listed 
below be moved from consumer labeling 
to professional !aSe!ing because these 
statements refer to conditi0r.s that 

*’ b diagnosed and stipervised 
he comment concluded 

by 

rfiings are irreleva.nt to a 
.h an undiagnosed 

rd are no: needed once the 

Section 343.%?(c)(J^)(v): “Ccwtion: Do 
not take this product if you are presently - 
taking a prescription drug for 
anticoagula tion (thinning Ihe blood), 
diabetes, gout, or arthritis except under 
the advice and supervision of a 
physician.” 

Section ~KJ’.s?~c~~~~(~~: “This product 
contains aspirin. Do not take this 
product if you are allergic to aspirin or if 
you have asthma except under the 
advice and supervision of a physician.” 

Section XISO(C)(~)(~~): “Do not take 
this product during the last 3 months of 
pregnancy except under the advice and 
supervision of a physician.” 

Section 343.5o(c)((Jl(iii): “Do not take 
this product for at lerst 7 days after 
tonsillectomy or oral surgery except 
under the advice artd supervision of a 
physician.” 

The request made by the first 
comment did not specify the indications 
it was referring to; therefore, the agency 
cannot respond. 

The agency disagrees wi!h the second 
comment’s suggestion that the warnings 
listed above be moved to the 
professional !abeling section of the 
monograph. These warnings are 
essential for the safe and effective use I 
by consumers of the products to which 
they apply (with the exceP!ion of 
§ 343.50(c)(3)(i), which is being deleted 
for reasons stated in comment 19 
above), and the agency proposes to 
require them in consumer iabeling. 

30. One comment stated that the 
following warnings recommended by tie 
Panel in 3 %IUO[C) should be eliminated 
from OTC analgesic and antipyretic 
drug products that are marketed in 
children’s dosage units as children’s 
products: “Adults: I30 not take this 
product for more than 10 days. If 
sympto.ms persist, or new ones occur, 
consult your physician‘.” “Adu!ts: Drink 
a full glass of water with each dose.” 
“Do not take this product during the last 
3 months of pregnancy except under the 
advice and sgpcrvision of a physician.” 

The comment also stated that the 
words “Children under 12 years” should 
be eliminated from the recommended 
warnings in i 343.30 [c)(l)(ii) and 
(c)(s)(iii)(b), for th e reasons given above 
as well as the reason that the statement 
is superfluous because pediatric 
products are defined by the Panel in 
Q 343.3(e) as products for children under 
12 years. 

The pregnancy warning recommended 
by the Panel in 9 343.%(c)(4)(ii) is 
obviously not needed in products 
iztcnded only for use in children. in 
addition, the pregnancy-nursing warning 
required for all OTC drugs intended for 
systemic absorption specifically 
provides for an exemption for drugs that 
are labeled exc!usive!y for pediatric use. 
(See 21 CFR 201.63(c)(2).) 

The agency agrees that the warnings 
for adults limiting use to not more than 
10 days and directing them to drink a 
full glass of water with each dose 
(5 343.50(c)(l)(i) and (c)(s)(iii)(a)) are 
unnecessary in the labeling of products 
intended only for use in children, as the 
warnings in 0 343.%)(c)(l)(ii) and 
W(WiNb) P rovide the necessary 
information for children under 1.2 years 
of age. The warnings recommended by 
the Panel in 5 313.50(c)(l)(i) and (c)(l)(ii) 
are being revised and expanded into 
three warnings appearing in the 
tentative final monograph under the 
following sections: 5 343.50(c)(l)(i). for 
products labeled for adults; 
0 343.50(c)(2)(i). for products labeled for . 
children 2 years to under 12 years of 
age; and 5 343.50(c)(3), for products 
labeled both for adults and for children 
2 years to under 12 years of age. (See 
comment 18 above.) 

The agency agrees that products that 
are clearly identified for use in children, 
e.g.. infant drops, children’s aspirin or 
acetaminophen tablets. do not have to 
be labeled with a statement in the 
warnings or in the directions specifying 
that they are for children under 12 years. 
as had been recommended by the Pane!. 
Because the directions for use for such 
products do not include dosages for 
people over 12 years of age or under 2 
years of age, further !dbe!ing specifying 



that these products are intended for use 
by children from z to i2 years of age 
eppears to be unnecessary. Accordingly. 
new Q 343.50(b)[4) is being proposed in 
the tentative final monograph as 
follows: 

(4) Oiher required statements-( i] For 
products labeled only for children z to 
under 12 years of age containing any 
iqredient identified in ,6 343.10. (A) The 
labeling of the product contains, on the 
principal display panel, either of the 
following: 

(I) “Children’s (trade ncme ofproduct 
or generic ncime of ingredient(s)).” 

(2) “(Trade name of product or generic 
nume of ingredienf(sj) for Children.” 

(B) The labeling for adults in 
6 343.%(d) and the statement “Children 
2 to under 12 years of age” in 
5 343.m(d)(3)(ii) are not required. 

31. One comment supported and two 
comments opposed the part of the 
warning recommended by the Panel for 
aspirin drug products in 0 343.5O(c)(3)(iv) 
which states, “* ’ * Do not take this 
product if you have stomach 
distress * l * .” 

The supporting comment stated that 
aspirin drug products cause 
gastrointestinal distress at therapeutic 
doses and that their labeling should 
bear a warning to this effect. The 
oppcsing comments recommended 
deleting the term “stomach distress,” 
contending that it has little meaning to 
consumers. The term is so all-inclusive, 
the comment maintained. it may 
discourage consumers from using aspirin 
for symptoms for which it is indicated. 
The comments explained that “s!omach 
distress** often accompanies symptotis 
such as headache OF fever, as with the 
common cold or flu, and that the 
warning may discourage consumers 
from using aspirin for these concurrent 
symptoms. One comment suggested that, 
as alternative labeling, consumers be 
warned against the use of aspirin “in 
cases of stomach ulcer and related 
symptoms.” 

Because the agency shares the 
comments’ concern that the general term 
“sromach distress” can be applied to 
various symptoms and may have little 
meaning to consumers, the agency is 
proposing to delete this term from the 
warning recommended by the Panel in 
8 3435O(c)(3)(iv). 

Although the agency believes that 
alternative labeling is warranted. it is 
not adopting the alternative labeling 
suggested by one of the comments 
because Ihe term “related symptoms” is 
vague and probably has little meaning 
to consumers. As the Panel pointed oat. 
plain aspirin products can cause 
stomach discomfort cr “stomach 
problems.” such as heartburn, upset 

stomach, or stomach pain, in certain 
individuals (42 FR 35387). Plain aspirin 
can also exert adverse effects on the 
gastrointestinal tract (i.e., mucosal 
erosion. ulceration, minor occult 
bleeding. etc.) which may exacerbate 
stomach problems associated with 
underlying gastrointestinal disease. 
These effects can also be produced by 
salicyletes other than aspirin (42 FR 
35417 to 35421). 

Regarding buffered aspirin products, 
the Panel stated that “* * * evidence 
seems to indicate that buffered aspirin 
produces a lower incidence of gastric 
intolerance in some patients but not in 
al! patients who exhibit gastric 
intolerance with regular (plain) aspirin 
products” (42 FR 35470). However, the 
agency notes that the Panel also stated 
that this evidence is conficting. In 
addition, the investigators of another 
study on the incidence of gastric lesions 
in rheumatic patients using p!ain, 
buffered, or enteric-coated aspirin 
concluded that buffered aspirin with an 
acid-neutralizing capacity of 1.9 
milliequivalents (mEq) per 325 mg 
aspirin did not appear to prevent 
aspirin-induced gastric damage (Ref. 1). 
However, these investigators stated that 
more definitive studies are needed 
which compare various aspirin 
preparations before any final . 
conclusions are reached. 

Another study showed that OTC 
doses of buffered aspirin tablets 
containing 6.4 mEq of antacid, which 
exceeds the amount of buffering present 
in most currently marketed buffered 
aspirin products, produced gastric 
mucosal injury. The investigators of this 
study concluded that such products offer 
little protection to the gastric and 
duodenal mucosa (Ref. 2). Furthermore, 
the Panel stated that there is evidence 
that highly buffered aspirin for solution 
wili reduce, but not eliminate, the acute 
gastric erosions and occult blood loss 
produced by the local effects of aspirin 
in animals and humans with no 
predisposing gastFointestina1 disease (42 
FR 35471). 

For these reasons, the agency 
tentatively concludes that it is necessary 
to advise consumers who have 
persistent or recurring stomach 
problems (such as heartburn. upset 
stomach. or stomach pain). which may 
be symptoms of an underlying 
gastrointestinal disorder, against using 
products containing aspirin (plain or 
buffered) or other salicyla tes unless 
directed by a doctor. Accordingly, the 
Panel’s recommended warning in 
3 343.m(c)(3)(iv) (redesignated 
5 343.50(c)(l)(v)[B)) is being revised as 
follows: “Do not take this product if you 
have stomach problems (such as 
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heartburn. unset stomach, OF stomach ‘* 
pain) that pe’rsist OF recur. or if you have 
ulcers OF bleeding problems, unless 
directed by a doctor.” This warning is 
also being revised in 5 343.50(c)(2)(v)(B) 
for products labeled for children 2 vears 
to under 12 years of age. 

References 
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32. One comment asserted that 
warning statements for aspirin drug 
products should be stated separately. 
The comment stated that the following 
warning is the most important warning 
to the consumer and should be 
displayed alone on the label so that its 
effect is not diminished: “Warning: Keep 
this and all medicines out of children’s 
reach. In case of accidental overdose, 
contact a physician immediately.” The 
comment stated that all other cautions 
on the use of aspirin drug products 
should be under a section designated 
“Cautions.” 

The agency agrees that the genera! 
warnings quoted above are among the 1 

most important provided For all OTC 
drugs to consumers. These warnings are 
required for OTC drug products in 
8 330.1(g) (21 CFR 330.1(g)). The agency 
agrees that manufacturers should 
consider displaying these warnings 
separately from other label warnings OF 
highlighting them to attract consumers’ 
attention. 

Concerning the use of the terms 
“warning” and “caution,” section 
502(f)(~) of the Federal Food. Drug, and 
C&smetic Act (the act) (21 U.S.C. 
352(f)(Z)) states, in part, that any drug 
marketed OTC must bear in labeling 
‘lt * c such adequate 
warnings * * * as are necessary for the 
protection of users * ’ +.*’ Section 
330.10(a)(4)(v) of .the OTC dlrug 
regulations provides that 1abeIing of 
OTC drug products should include 
‘4X c 0 warnings against unsafe use, 
side effects, and adverse 
reactions ’ * *.” 

The agency notes that historically 
there has not been consistent usage of 
the signal words “warning” and 
“caution” in OTC drug labeling. FOF 
example, in 5 $ 369.20 and 369.21 (21 CFR 
369.20 and 369.21). which list “warning” I 
and “caution” statements for drugs. the 
signal words “warning” and “caution” 
are both used. In some instances either 
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cf these signal words is used to convey 
the same or simiiar precautionary 
information. 

FDA has considered which of these 
signal words wou!d be most likely to 
attract consumers’ attention to that 
information describing conditions under 
which the drug product shou!d not be 
used or its use should be discontinued. 
The agency concludes that the signal 
word “waning” is more likely to flag 
potential dangers so that consumers wili 
read the iniormation being conveyed. 
Therefore, FDA has determined that the 
signal word “warning.” rather than the 
word “caution,” will be used routinely in 
OTC drug labeling that is intended to 
alert consxxxrs to potential safety 
problems. Accordingly, the signal word 
“caution” is being deleted from the 
Panel’s recommended warnings in 
5 343.50(c)(3) (iv) and (v), redesignated 
6 ~xMo(c)(~)(v) (I?) and (C) in this 
proposed monograph. 

# 

. 

33. One comment stated that the first 
sentence of the aspirin hypersensitivity 
warning recommended in . 
Q 34353(c)(4)(i), “This product contains 
aspirin,” is redundant for products that 
display the word “aspirin” in the 
product name or are clearly labeled as 
containing ‘*aspirin.” The comment 
stated that part of the next sentence in 
the warning, “Do not take this product if 
you are allergic to aspirin * * *,” is 
adequate to warn consumers and that 
the fist sentence should be deleted. 

The agency agrees with the comment. 
Because section 502(e)(l) of the act (21 
U.S.C. 352(e)(l)) requires that the 
established name of the active 
ingredients contained in a product be 
included in the label. the statement, 
“This product contains aspirin,” would 
be redundant. Therefore, in the tentative 
final monograph this statement is being 
deleted from the warning. 

34. Two comments urged that all 
children’s aspirin products be labeled to 
include a warning that salicylate 
intoxication can occur from a 
therapeutic overdose when “aspirin is 
repetitively administered to infants and 
young children at commonly 
recommended doses and time 
intervals. “The comments argued that 
parents have been inadequately alerted 
to the hazards associated with the 
cumu!ative effects of salicylate in 
infants and young children and that 
parents frequently ignore recommended 
dosage schedules for aspirin because 
they think this drug can be administered 
with relative impunity. The comments 
further argtied tha? parents will often 
continue to give aspirin to relieve a 
child’s fever when the fever actually 
may be due ta aspirin toxicity. One 
~ommcr~1 noted that ringing in the ears 

(tinnitus) has no value as a warning of 
toxicity in the pediatric age group 
because it is subjective, 2nd infants and 
y-oung chi!dren cannot a!ert the parent 
TV its occurrence. For these reasons the 
following warning was suggested for all 
aspirin drug products for children: “Do 
not exceed recommended doses unless 
directed by your physician. hlore than 
six consecutive doses at four-hour 
intervals can lead to serious 
compiications in a feverish dehydrated 
infant or young child.” 

Two reply comments disagreed with 
these comments. One argued that the 
Panel’s pediatric dosage schedule and 
its recommended warnings in 5 343.58 
(c)(l)(ii) and (C)(Z) contain ins!ructions 
that when heeded by parents, are 
adequate to prevent overdosage. These 
comments also stated that overdoses 
may occur with any drug and that 
parents must be alerted not to exceed 
the recommended dosages of aspirin as 
well as other drugs. The comments 
agreed that tinnitus has no value as a 
warning symptom because it cannot be 
adequately described by infants and 
children. However. the comments 
pointed out that there are observable 
symptoms of aspirin toxicity, such as 
hyperpnea, which can be described in 
labeling as “deep and rapid breathing.” 
The reply comments also stated that 
dehydration should not be included in 
the labeling because parents cannot 
diagnose this condition, which is rare 
and should be diagnosed by a doctor. 
The comments also maintained that 
such labeling would confuse the 
consumer and obscure other necessary 
information on the IabeL 

The agency does no! believe that 
children’s aspirin drug products should 
be labeled with a warning stating that 
salicylate intoxication can occur when 
aspirin is taken in doses within the 
recommended dosage schedule 
(therapeutic overdose). The reports of I 
overdose of salicylates cited by !he 
comments showed that poisoning from 
accidental ingestion occurs more 
commonly in children over 2 years of 
age and that therapeutic overdose is 
more like!y to affect children under z 
years of age (Refs. 1. 2, and 3). The Iabel 
directions recommended by the Panel 
for aspirin state. “For children under 2 
years of age, there is no recommended 
dosage except under the advice and 
supervision of a physician.” Thus. 
parents are alerted to consult a 
physician before giving aspirin to 
children under 2 years of age. The 
physician is responsible for giving 
I,arcnls specific dosage instructions for 
aspirin given to children under 2 years 
cf -- 0.3e and for warning parcnls of the 

potential dangers of exceeding the 
recommended dose. 

For children 2 years of age and older, 
the Panel developed a new dosage 
schedule to help prevent therapeutic 
salicyla te overdose. This dosage 
schedule not only is based upon a 
maximal dose that provides effective 
plasma levels for analgesic and 
antipyretic effects, but also has a safety 
margin in case of an inadvertent SO- 
percent increase in dosage. The agency 
believes that this children’s dosage 
schedule, which has been slightly 
revised (see comment 58 below), and the 
revised warnings in 4 343.50(c) (2)(i) and 
(3) provide adequate guidance to 
parents to prevent overdosage. 

As for the additiona labeling 
suggested by the comments, the agency 
believes that terms such as 
“dehydrated” and “deep and rapid 
breathing” have little meaning to 
consumers and are not appropriate for 
consumer labeling of aspirin drug 
products, although they may be used by 
doctors in diagnosing conditions due to 
toxicity. The information in the 
suggested labeling, “Do net exceed 
recommended doses unless directed by 
your physician.” is provided in the 
directions for use by the phrase “or as 
directed by a doctor” or “unless directed 
by a doctor” after the usual 
recommended OTC dosage of the 
product 

References 
(1) Craig, J.O., 1-C. Ferguson and I- Syme. 

“Infants. Toddlers, and Aspirin.” Brilisn 
Medical journal. 1:757-76X 1966. 

(2) Done, AX., and A.R. Temple, 
“Treatment of Salicylate Poisoning.” hfodem 
Treofmen& 6:52%-551.197l. 

(3) Tschetter. P.M. “Salicyiism.” American 
journal of Diseases of Children. 106:X34-146. 
1963. 

35. One comment contended that the 
waning not to take aspirin if taking a 
prescription drug for arthritis should not 
be included in the Panel’s recommended 
warning in 0 343.50(c)(3)(v). The 
comment further contended that the 
major responsibility of warning the 
consumer of drug interactions should 
rest with the prescribing physician and 
that the foliowing statement by the 
Panel (42 FR 35372) should apply: 
a.* * * physicians always carefully 
controI the patient’s use of all other 
medications. thereby negating the need 
fcr a warning.” 

The agency believes that many 
consumers who take prescription drugs 
will also use OTC analgesics and 
antipyretics. such as salicylates+vJithout 
a physician’s advice. These consumers 
may be unaware of possible interactions 
between the salIcylates and prescription 
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drugs and need to be alerted to this 
possibility in the labeling. Based upon 
the Panel’s discussion of the increased 
potential for gastric ulceration if aspirin 
is taken along wiCh another anti- 
inflammatory agent (42 FR 35409) the 
agency ten!atively concludes that the 
warning on the concurrent use of 
salicylaCes with prescription drugs for 
arthritis is needed and therefore should 
be retained. The warning is not intended 
to prohibit such concurrent use, but to 
alert consumers to consult a doctor first. 

36. Two comments objected to the 
Panel’s recommended warning in 
0 34350(c)(3)(v) that advises against the 
use of salicylates concurrently with 
prescription drugs for the treatment of 
gout. The comments asserted that the 
warning should be modified to apply 
only to the use of salicylates and 
uricosuric drugs, which are drugs that 
promote the excretion of uric acid in the 
urine. The comments argued that 
allopurinol, commonly prescribed for 
gout, is a nonuricosuric drug and is 
compatible with salicylates. 

The agency endorses the labeling 
recommended in (i 34350(c)(3)(v) to alert 
consumers to consult a physician before 
using OTC salicylates with several 
types of prescription drugs, including 
those used in the treatment of gout. The 
agency concludes that differentiating 
between uricosuric and nonuricosuric 
drugs in the warnings for OTC salicylate 
drug products would be meaningless 
and confusing to consumers. Because 
the agency believes that it is important 
for consumers to understand the reason 
for this warning, it is proposing in the 
tentative final monograph that the 
information in 5 343.50(c)(3)(v) 
(redesignated 5 343.50(c)(l)(v)(C) in this 
monograph) be identified as a drug 
interaction precaution and appear as 
follows: “Drug Interaction Precaution. 
Do not take this product if you are 
taking a prescription drug for 
anticoagulation (thinning the blood), 
diabetes, gout, or arthritis unless 
directed by a doctor.” This precaution 
has been modified in 0 343.50(c)(~)(v)(C) 
for products labeled for children z years 
to under 12 years of age. For products 
labeled both for adults and children. the 
precaution for adults will app!y. (See 
$ 34350(c)(3).) 

37. One comment objected to the 
warning recommended by the Panel for 
aspirin and salicylate products in 
5 343.50(c)(3)(v). asserting that the 
potential for drug interaction is greater 
than that expressed in this labeling. The 
comment explained that because the 
information on drug interactions is 
Increasing. the consun;er who is using 
prescription medication should consul: a 

physician before using any pain reliever. 
The comment suggested the following 
alternative labeling. explaining thaC it is 
broader and more inclusive than the 
Panel’s labeling and will provide safer 
coverage to the consumer: “If you are 
taking any prescription medication. 
consult your physician before using any 
pain reliever.” 

Another comment suggested the 
general drug interaction warning. “If you 
are taking any prescription medications, 
consult your physician before taking this 
medication.” 

The agency believes the labeling 
suggested by the comments is too 
general, and consumers might 
completely ignore its message. In 
addition, the suggested warnings would 
not alert consumers to the specific types 
of drugs that may interact with OTC 
analgesics. As discussed in comment 35 
above, the agency will propose specific 
drug interaction warnings to consumers 
when necessary for the safe use of an 
OTC drug product. 

38. Some comments opposed and 
others favored the Panel’s recommended 
warning in Q 343.50(c)(d)(i) against the 
use of aspirin drug products by 
consumers who have asthma. The 
opposing comments stated that the 
references the Panel cited to support the 
need for the warning were outdated and 
included no reports of fatal asthma 
attacks. The comments argued that the 
warning is unnecessary because only 
about z percent of asthmatics 
experience an adverse reac!ion to 
aspirin. Asthmatics are under a doctor’s 
care, the comments stated, and the 
doctor should warn them of possible 
adverse reactions. 

A comment from a consumer, who 
suffers from asthma and had been 
unaware that aspirin could precipitate 
asthma attacks, supported the Panel’s 
warning. The comment insisted that it is 
necessary to warn asthmatics who may 
also be unaware that an asthma attack 
may occur with the use of aspirin drug 
products. Another supporting comment 
suggested the following alCemative 
warning to avoid creating consumer 
anxiety: “If you have 
asthma * * * consult your physician 
before using any pain reliever.” 

The agency is proposing the following 
warning in 4 343.5O(c)(l)(iv) for products 
containing aspirin or carbaspirin 
calcium: ” Do not take this product if you 
are allergic to aspirin or if you have 
asthma unless directed by a doctor.” 
The Panel stated that aspirin has long 
been associated with allergic-type 
reactions, such as asthma in 
hypersensitive individuals. In certain 
inslances these reactions can be life- 

threatening and even fatal (42 FR 35397). .-- 
The consumer’s comment reaffirmed the 
need to warn asthmatic consumers who 
may not always be alerted to this 
danger by a doctor. ’ 

The agency is not proposing the 
warning suggested by one comment 
because it refers to “any pain reliever” 
and is thus too broad. The medical 
literature includes a few reports that 
certain pain relievers other than aspirin 
may precipitate asthmatic attacks in 
aspirin-sensitive patients. However, 
these reports do not agree on the 
analgesic drugs implica?ed and the 
mechanism of action involved (Refs. I 
through 7). The agency concludes that 
more data and information are needed 
to determine the need for an asthma 
warning for pain relievers other than 
aspirin drug products. 
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39. One comment disagreed with the 
wording in the Panel’s recommended 
warning for aspirin and other salicylate 
products in 5 343.5o(c)(3)(ii), **Stop 
taking this product if ringing in the ears 
or other symptoms occur.” The comment 
argued that the consumer should not be 
advised CO stop taking the product if 
tinnitus develops because many doctors 
use tinnitus as a guideline for adjusting 
a patient’s dcsage level of aspirin to a 
therapeutically effective and tinnitus- 
free level. The comment stated that the 
phrase “or oCher symptoms occur*’ 
should be de!eted from the warning 
because it is vague and confusing to the 
consumer. The comment suggested the 
following alternative: “If ringing in the 
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ears develops, consult your physician 
before taking any more medication.” 

The agency agrees that it is more 
appropria ta to direct conswmers wit3 
tinni!u!s tc consult a doctor herore taking 
more medication than to “stop taking” 
the product. The warning is being 
revised accordingly in the tentative final 
monograph. In addition, the phrase “or 
other symptcns ccccr*’ is being deleted 
from the warning because this phrase is 
synonymous with the phrase “if new 
symptoms occur,” which has been 
included in the warnings in S 343.5r~(c) 
(I)(i), (z)(i). and (3). 

The Panel noted that because aspirin 
or other salicylates produce a reversible 
ctotoxicity manifested by deafness, it is 
important that patients who are 
regularly receiving salicylates at higher 
dosages be monitored by a physician for 
hearing loss as well as tinnitus. It is 
particularly important that patients with 
preexisting hearing loss be frequently 
monitored because they will not report 
tinnitus as plasma salicylate ievels 
irrcrease to toxic leve!s. An example cf 
this was shown in a repcrt from a 
consumer with a preexisting hearing 
loss who described a severe additional 
loss of hearing after using 50 grains 
(3,250 mg) of enteric-coated aspirin daily 
for a mcnth (Ref. I). 

In view of the above considerations, 
the agency proposes to revise the 
\\-arning, “Stop taking this product if 
ringing in the ears or other symptoms 
occur,” to read as follows in Q 343.50(c) 
(l)(v)(A) and (Z)(v)(A): “If ringing in the 
ears or a loss of hearing occurs, consult 
a doctor before taking (giving) any more 
cf this product.” 
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40. One comment suggested that the 
term “bleeding problems” in the Panel’s 
recommended warning in 
5 343.5O(c)@)(iv) be changed to “blood 
clotting problem.” The comment argued 
that the term “blood clotting problem” is 
more accurate medically and would be 
more useful to consumers than “bleeding 
problems,” which could be interpreted 
to include a minor cut that bleeds 
somewhat longer than usual. The 
comment provided three references to 
support its position (Refs. 1, 2, and 3). 

The references provided by the 
wmment do not suggest that the term 
“blood clotting problem” has more 
meaning to consumers than the term 
“bleeding problems.” Two discuss 
bleeding time and other Iaboratoo 
measurements (Refs. 1 and 2); the third 

4 
discusses the side effect of 
gastrcinteslinai bleeding from aspirin 
use (Ref. 3). 

The agency believes that the term 
“bleeding prcb!ems” as used in the 
warning in $ 3435O(c)(3!(iv) 
(redesignated $ 343.53(c)(t)(v)(E)) is 
accurate and useful to consumers. The 
Panel recommended the wording in this 
section to warn persons who have 
bleeding prob!ems that they should not 
take aspirin except under the advice and 
supervision of a physician. Persons with 
tieeding probiems such as hemophilia, 
~-on Wilebrand’s disease, 
thrombosthenia, or thrombosytopathia 
may react to aspirin drug products with 
2 marke&Iy prolonged bleeding time that 
might lead to a significant loss of blcod 
in the gaslroin?estinal tract or 
elsewhere . 
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41. One comment urged that the 
labeling of aspirin tablets direct 
consumers to take these products with 
food or milk. The comment persona!ly 
attributed an incident of gastrointestinal 
bleeding to taking aspirin tablets with 
water rather than with mi!k or food, and 
maintained that food or milk would 
have coated the stomach and prevented 
the bleeding. 

The comment submitted no data to 
support its viewpoint. The Panel 
considered whether salicylates should 
be taken with food, but concluded that it 
was most important that solid, oral 
dosage forms containing salicylates be 
taken with water to lessen the chance of 
gastric irritation (42 FIX 35356). In fact, 
the Panel recommended the following I 
warnings in 5 343SO(c)(3)(iii): (c) 
“Adults: Drink a full glass of water with 
each dose.” and (b) “Children under 12 
years: Drink water with each dose.” 

The Panel specified a full glass of 
water for adults for each dose of 
salicylates. At gastric pli, 8 ounces or 
more of water is required to dissolve a 
dose of aspirin, the most commonly used 
salicylate. Undissolved sahcylate in 
contact with the gastric mucosa is one 
cause oi gastric irri?ation fol!owing 
salicylate ingestion. A!though salicylate 
solution is less irritating than 
undissolved salicylate, the solution 
could also be irritating to the highly 
sensitive individua! (42 FR 35387). Solid 
foods would delay the dissolution of 
salicvlates, allowing the undissolved 
salicyiate to remain in con!act with the 

gastric mucosa longer, but liquid foods, 
SUC!I as juice or milk, dissolve salicylate. 
However, the agency is ccncerned that, 
beta us.0 of their acidity, taking so-me 
juices with aspirin may cause more 
irritation to the stomach than taking 
aspirin with water. Also, the agency is 
unaware of any data showing that milk 
wil! lessen the gastric irritation caused 
by aspirin. Therefore, the agency 
concurs with the Panel that consumers 
should be advised to take solid, oral 
dosage forms of ssJicy!ates with water 
to lessen the chance of gastric irritation. 
The agency believes that these 
statements belong under the directions 
fc: use, raiher than in the warnings. 
Consequently the warnings 
recommended by the Fanel in 
9 34350jc)(3)(iii) (a) and (b) have been 
designated as directions in 4 343.50(d)(3) 
(i) and (ii) of this tentative final 
monograph. 

42. Two comments urged Category II 
status for the following labeling claims 
for buffered aspirin: “Buffering agents to 
help make the pain reliever more gentle 
to the stomach,” “helps prevent the 
stomach upset often caused by plain 
aspirin,” “* l + provides ingredients 
that may prevent the stomach distress 
that plain aspirin occasionally causes 
but should not be taken by certain 
individuals with stomach disorders as 
cautioned elsewhere on the label,” 
“faster to the bloodstream than plain 
aspirin,” and claims implying more rapid 
analgesia as a result of an increased 
absorption rate. 

The comments pointed out that the 
Panel concluded that there is insufficient 
evidence to substantiate the claims t!rat 
buffered aspirin or highly buffered 
aspirin for solution (aspirin and antacid) 
can be safely used by persons who 
should not use plain aspirin The 
comments stated that these claims may 
lead conslumers to think that buffered 
aspirin products either give faster or 
greater pain relief than plain aspirin or 
cause less or no stomach distress. The 
comments expressed concern that 
reliance on claims relating to less 
stomach distress with buffered aspirin 
products could Iead to a clinical danger 
in alcoholics and in persons who are 
prone to ulcers. Referring to claims such 
as “gets to the bloodstream faster than 
plain aspirin,” the comments argued that 
blood level studies do not constitute 
acceptable scientific evidence to show 
that buffered products of this type are 
therapeuticalIy superior to plain aspirin., 

Other comments urged Category I 
status for the above labeling claims for 
buffered aspirin, stating that consumers 
should be informed of the purpose of 
buffering. and rquested that the agency 
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provide specific information on the 
criteria for achieving Category I sta!us 
for these Category III labeling claims. 
The comments noted that the Panel 
stated that the evidence, although 
conflicting, seems to show a lower 
incidence of stomach upset produced by 
buffered aspirin in some patients who 
exhibit gastric intolerance to plain 
aspirin (42 FR 35470). The comments 
a!so noted that such labeling claims are 
qualified or modified by the words 
“may” and “occasionally” and the 
phrase ‘** * ’ but should not be taken 
by certain individua!s with stomach 
disorders as cautioned elsewhere on this 
label.” The comments contended that 
the Panel classified stomach upset 
claims for buffered aspirin as Category 
III because the Panel believed that the 
benefits from the use of buffered aspirin 
in such instances affect only a few 
consumers, and not because such claims 
imply that buffered aspirin products 
have a therapeutic advantage over plain 
aspirin. 

The comments also contended that 
there is no proof of a lack of relationship 
between variations in bioavailability of 
aspirin products and their resultant 
clinical effect The comments argued 
that if a buffered aspirin product is 
absorbed more rapidly than plain 
aspirin and provides the consumer with 
some therapeutic advantage, labeling 
claims regarding faster absorption, such 
as “faster to the bloodstream than plain 
aspirin,” would not be misleading to 
consumers and should be allowed. 

The agency’s response to these 
comments covers all buffered aspirin 
products, including aspirin with antacid 
products (such as highly buffered aspirin 
for solution), because the labeling 
claims apply to all such products. 

The Panel found (1) “Comparisons of 
the most commonly used plain and 
buffered aspirin show that salicylate 
blood levels are twice as high in the first 
10 to 20 minutes for the buffered aspirin 
product compared to regular aspirin,” (2) 
“The basic problem is that there are no 
well-controlled clinical studies that 
unequivocally prove or disprove that 
these differences in absorption will 
result in clinically important differences 
in the onset, intensity or incidence of 
relief of pain or fever.” and (3) Category 
III should be used to classify claims 
which cannot be fully evaluated with 
present data but have some reasonable 
basis and can probably be evaluated by 
further testing, perhaps involving more 
sensitive methodology.” (See 42 FR 
35480.) The Pane! also expressed 
concerns that such claims could be 
confusing to the public. 

The agency concurs that the studies 
submitted to the Panel are inconclusive 

to support a claim of more rapid action. 
The agency concludes that at though 
there were apparent higher blood 
salicylate levels for buffered aspirin in 
some studies, there remains insufficient 
evidence on the basis of controlled 
clinical analgesic studies, that buffered 
aspirin products provide a more rapid 
onset, greater peak intensity, or a more 
prolonged duration of analgesia than 
unbuffered aspirin. Because no new data 
have been submitted to answer the 
Panel’s concerns, claims such as “faster 
to the bloodstream than plain aspirin” 
remain classified in Category III. 

Further, based upon the data 
submitted to the Panel, the agency 
concludes that there is not sufficient 
evidence to clearly demons!rate that 
buffered aspirin may help those 
individuals subject to stomach upset 
associated with aspirin ingestion. The 
Panel noted that the results, cf the 
clinical studies comparing buffered 
aspirin to plain aspirin in which the 
symptom of gastric intolerance was 
evaluated, appear to be conflicting, but 
that the data seemed to indicate that 
buffered aspirin produces a lower 
incidence of gastric intolerance in some 
sensitive individuals. (See 42 FR 35480.) 
Accordingly, the Panel classified the 
following label claim in Category III: 
“Provides ingredients that may prevent 
the stomach distress that plain aspirin 
causes but should not be taken by 
certain individuals with stomach 
disorders as cautioned elsewhere on the 
label.” 

Citing the significant variation in 
dissolution rates among marketed 
formulations of buffered and unbuffered 
aspirin products, the Panel stated that 
the clinical evidence for a given buffered 
aspirin product could not necessarily be 
extrapolated to other buffered aspirin 
formulations. In addition, the Panel 
noted studies that suggest that an 
adequately buffered aspirin product may 
not have an advantage over a well 
formulated unbuffered product (42 FR 
35375). The Panel recommended that 
specific standards be established for 
both buffered and unbuffered aspirin 
products (42 FR 35469). The Panel was 
uncertain about whether the observed 
decrease in gastric intolerance of 
buffered aspirin products was due to the 
buffering effect on the pH of the 
microenvironment surrounding the 
dissolving particles on the stomach 
lining, the increased dissolution rate, or 
both. Based on these uncertainties, the 
Panel stated its opinion that the 
Category 111 label claim could be used 
provided the minimum requirements for 
buffering capacity (1.9 mEq of acid 
neutralizing capacity per 325 mg aspirin) 
are met and the product had a 

dissolution rate similar to the buffered 
aspirin used in most of the clinical 
studies reviewed by the Panel (42 FR 
35469 and 35470). 

At this time. based upon the data that 
have been reviewed, the agency agrees 
that the clinical evidence is inconclusive 
to support a claim of better 
gastrointestinal tolerance for buffered 
aspirin products. However, industry has 
provided additional data in the form of 
three new chnical studies (Ref. 2). 
Detailed information on the disolution 
profiles and acid neutralizing capacity 
of the formulations used in these studies 
were also prcvided. These data are 
currently undergoing review by the 
agency. and will be discussed in the 
preamble to the final rule for OTC 
internal analgesic, antipyretic, and 
antirheumatic drug products. 

It should be further noted that after 
the Panel’s report was published, 
standards for acid neutralization (which 
is the Panel’s recommended standard for 
acid neutralization for buffered aspirin 
produc!s) and dissolution rates of 
buffered aspirin tablets were added to 
the United States Pharmacopeia (U.S.P.) 
(Ref. 1). As discussed in comment 98 
below, the agency is proposing to 
incorporate these standards in the 
internal analgesic monograph. Products 
that meet these U.S.P standards are 
identified as “Buffered Aspirin.” 
Accordingly, for buffered aspirin 
products meeting these standards, the 
agency is providing for the optional 
statement “contains buffering 
ingredients” in this tentative final 
monograph. 

The agency agrees with the comment 
that consumers should be informed of 
the purpose of buffering. However, the 
clinical studies reviewed by the Panel 
and the Agency, are inconclusive. Until 
the new data (Ref. 2) are fully evaluated, 
cl P ‘ms regarding decreased gastric 
irrrtation are classified in Category IIf. 
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43. One comment requested that the 
claim “‘faster to the bloodstream than 
plain aspirin” be allowed for powder 
dosage forms of aspirin. The comment 
noted that the Panel acknowledged the 
rapid absorption of powders by stating: 
“They (powders] are rapidly absorbed 
however, often reaching peak blood 
levels more rapidly than the tablet 
dosage form” (42 FR 35376). The 
comment stated that clinical studies 



compariog the absorption of an aspirin 
powder wiih absorption of asoirin 
iablzts were submiited to the‘panel. bqt 

! there is co indication in the monograph 
:!~a: the Pz.nel ccnsidered these studies. 
‘ihe comment also protided a more 
recent clin,zal s!udy to support its 
ccnterrtion that aspirin in pcwder icrm 
is more qnickly absorbed t5an pIain 
espiriii ta51ets (Ref. 11. 

The stzdIes to which !he comment 
referred \ve;e reviewed by the Panel 
(Ref. 2). Baaed on these studies and 
other information, the PaEel stated lhat 
powders, because of their large su;faee 
area, are rzpid:y absorbed a& rzay 
often react: peak b!ood leve!s more 
rapidly thzn tablefs. 

The edditional study submitted by the 
comment compares the rate of 
absorption of five d’lfferect oral aspirin 
formulations--three in tablet form and 
two in powder fcrm (Ref. 1). Three 
minutes aft-,-r dosing, b!ood 
concentsa$ozs were higher with the 
powdered formulations f&an the tablet 
formu!ations. Over a Is-minute Period, 
the powdered aspirin formulations and 
one buffered cspiri> tablet formulation 
provided tie highest EIood levels of 
aspirin. 

Afte- cor.sidering the above data and 
information, the agency concurs with the 
Panel’s statement that powders may 
often reach peak blood leve!s more 
rapidly than a !aS!et dosage form. 
However, the Panel also conchuded that 
there was a lack of clinical studies that 
would prove or disprove that such 
differences in absorption, will redt in 
clinically important differences in the 
onset, intensity, or incidence of reiief of 
pain or fever (42 FR X483], As discwse~ 
in commerrt 42 above, the agency agrees 
with the Panel. Ekcause the comment 
provided no clinical data that 
demonstrate a relationship between 
faster absorption acd faster or enhanced 
pain relief, the claim “faster t-0 tire 
bloodstream than plain aspirin” is 
c!assified in Category Iii fdr Powder 
dosage forms of aspirin The agency has 
determined that for this claim to have 
clinics1 si&ficacce to co~zsumers and to 
be included in the monograph, data are 
needed that estab!ish that this effect 
makes a difference in the onset, 
intensity. or ir.cidence of relief of pain or 
ie ver. 
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42.Or,e comment requested that the 
following Categoi-y III labe!ing claims 
for buffzi-ed aspirin prod&ts be allo\\--cd 

for carbaspirin calcium: %aster to the 
Lioodstream than plain aspirin” and 
“provides ifigredients !ha t may prever. t 
t;e stcmac:h disiress het piain aspirin 
ccca-iora!ly catl~es b:z: s . b ‘ bouid no: be 
takeG by certain individuals \viih 

stomach disorders as cau!ionsd 
ekeWherE OR the k&i.” TO SUpFOit iiS 

request, tte comment poizied out tEat 
the PanEI co~irlded that carbaspiria 
caIcium (fcrmeriy ca!cium carbaspirin) 
has a m.cire rapid dissolution. rate than 
espirin and that slightly less 
gasiroin!ea:ina! bleedins x2:- resu!i 
from its use (42 FR 5417). 

Although carbaspirin caiciuxx rr,ag 
produce slightly l2SS &ZlSkJiIltCS!kZl 

bieedizp that aspirin, the egency notes 
that the Pan& found r,o evidence that 
gastric bleedfn g is related to gastric 
upset (see comment 46 below); therefcre, 
decreased gastrointestinal bleeding is 
not sufficient evidence tz~ prove that 
carbaspirin calcium may be indicated 
when aspirin cannot be tolerated. 1Viti 
regard to rate cf dissoiution. the Panel 
reporied on a s!uCy by Levy and Hayes 
fhat showed that the dissolution half- 
time of calciunz acetyisalicylate 
carbamide complex {cnrbaspirin 
caiciurn) is the same as that of aspirin 
buffered with aluminum glycina te and 
magnesium czrbamide (Ref. 1). The 
authors stated !hat the ir,cidence of !ocal 
gastric i-ri?aticn end the absorption rate 
of a drug is a func!ion cf its dissclution 
rate (in its particu!ar dosage fom). 
While the results of the study by Levy 
and Hayes (Ref. 1) are indicative of the 
rapid dissoli;tion of the product used in 
the stcdy. an in vitro dissolution test 
alone is not adequate to support the use 
of the stomach distress claim for this 
ingredient. Moreover, because 
dissolution rates can be significantly 
influenced by product formulation, the 
results cannot be extrapolated to other 
formulations containing carbaspirin 
calcium. In the absence of any 
supporting clinical data. the agency is rl 
not proposing to include the claim, 
“provides ingredients that may prevent 
the stomach distress that plain aspirin 
occasionally causes but should not be 
taken by certain individuals with 
stomach disorders as cautioned 
elsewhere on the label” for this 
ingredient in the tentative final 
monograph and classifies the claim in 
Category fl1. 

fis discussed in comment 42 above, 
the agency agrees with the Panel that 
there is a lack of clinical studies to 
demonstrate that di&rences in 
absorption wiil result ir, clinicalig 
important differences in the onset. 
intensity. or incidence of the relief of 
pain or fever. Similarly, the agent? 
concludes that the data are not 

sufficient to demonstrate that 
differences in dissolution will restlIt in a 
clinicaily important difference in . 
ansfgesia. The:e: -C x. the agency 
chssifies the ck~im “faster IO thz 
bicods!ream i!lZiil plain aspirin” in 
Catrg~y 111 for this ingredient. The 
agency has deterrr.i;l.ed that for this 
claim to have clinical significance to 
co~fsumc;s and to be included in the 
ncno_graph, dafa are needed that 
estabiish that this elect makes a 
differer,ce in the onset, in!ensity. or 
incidence of relief of pain or fever. 

Refe.-EEce 
(1) Levy, C- end KA. Hayes, 

“Physiccchexicz: Basis of tie Bzffercd 
Acety!sa!icylic Adcl Controversy,” New- 

Enghd /cr!inc~ 0-f Medicine. 2~:1~53-1G5& 
1960. 

45. One comment requested that thr: 
following claims for choline salicylate 
be permitted as Category I labeling: 
“Acts five tties faster than aspirin.” 
“reaches peak action twelve times faster 
than aspirin, ” “does r.ot cause the 
gastrointestinal bieeding associated 
with the administration of aspirin and 
other salicyla!e compounds,” “causes 
less gastric irritaiion,” and “may be 
taken on an empty stomach and may 
prevent the stomach distress that aspirin 
occasionaiiy causes but should not be 
taken by czrtain individuals with 
stomach disorders as cautioned 
elsewhere on the label.” The amment 
pointed out that the Panel referred to 
studies showing that choline salicylafe 
does not cause a3 m3ch gastric b!eedi;lg 
as F;:pirin and that there is a lo-wer 
incidence of gastroifitestinal distress 
after choline salicylaie administration 
than after aspirin administration (42 FE: 
3511!3). The comment noted that the 
&ins “acts five times faster than 
aspirin” and “reaches peak action 
twe!;;e times faster than aspirin” zze 
included in the approved new 
application (ND.41 labeling of choline 
salicy!a:e. 

The OTC drug product referred to by 
the corn-merit as being the subject of an 
KDA was approved in 1959. The product 
was further evaluated under the Drug 
Efficacy Study implementation (DESIJ 
Frogram by the Panel on Neurological 
Erzgs and the Panel cn Drugs Used ir. 
Rh~.uma~ic Diseases. The agency 
publi::hed tf?e Par.&’ findings in the 
Fedara: Register. 0: April 20, 1372 (37 FR 
Z320;. Xhe Panei on r\;eurological DruSs 
ccr,c’icded that adequate studies shoiF:ed 
15-i: blood salicylate levels after choline 
sz!i:-.-;zij!e adminiStia:iOn were 5 times 
PS t:igh ir( 1~ minutes and twrice as high 
ir. 38 minutes but that there were no 
c!:nical studies to show that the or.set of 
:lr,;:!gpsic ilClI@ll 1~3s sooner. greater. or 
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more prolonged than with aspirin (37 FR 
7823). In the same Federal Register, the 
agency stated that any fdrther action on 
the product was deferred pending 
completion of the OTC drug review (37 
I% 7820). 

The Internal Analgesic Panel reported 
on several studies that indicated that 
choline, saiicylate is more rapidly 
absorbed than aspirin. However. the 
Panel reached the same conclusion as 
the DES1 Panel on Neurological Drugs 
that there is a lack of clinical studies to 
demonstrate that more rapid absorption 
will result in a significant clinical effect 
(42 FR 35418). As discussed in comment 
42 above, the agency concludes that the 
claim “faster to the bloodstream than 
plain aspirin” is a Category III claim 
because cf the lack of such clinical data. 
Similarly, the agency concludes that the 
data are not adequate to support the 
claims “acts five times faster than 
aspirin” and “reaches peak action 
twelve times faster than aspirin.” The 
agency notes that the Panel concluded 
that such claims should be classified in 
Category II. However, the Panel also 
concluded that Category III should be 
used to classify claims that have a 
reasonable basis and probably can be 
evaluated by further testing (42 FR 354% 
and 35480). The agency concludes that 
such a reasonable basis exists and that 
such claims should be classified in 
Category III. The agency -has determined 
that for this claim to have clinical 
significance to consumers and to be 
included in the monograph, data are 
needed that establish that this effect 
makes a difference in the onset, 
intensity, or incidence of relief of pain or 
fever. 

Regarding the claims concerning ?he 
effect of choline salicylate on the 
stomach, the Internal Analgesic Panel 
concluded that based on its review of 
the submitted data further testing was 
required to substantiate claims such as 
“may be taken on an empty stomach 
and may prevent the stomach distress 
that aspirin occasionally causes” and 
proposed a Category III classification 
for such statements (42 FR 35418). The 
Panel did note that choline salicylate 
like highly buffered aspirin is ingested 
as a solution and may have a 
performance action similar to highly 
buffered aspirin for that reason. In the 
absence of any new supporting clinical 
data, the agency is placing the above 
labeling statement and the related claim 
“causes less gastric irritation” in 
Category III. 

The agency is not proposing to include 
in the monograph the claim *‘does not 
cause the gastrointestinal bleeding 
associated with the eCminit;tration of 

aspirin and other salicylate 
compounds.” This statement refers to 
occult bleeding. The agency believes 
that allowing this claim may confuse or 
unduly alarm consumers by implying 
that aspirin frequently or commonly 
causes overt bleeding (or hemcrrhaging) 
from the gastrointestinal tract. The 
agency believes that this claim is not 
eppropriate for use in the labeling of 
OTC internal analgesic drug products 
containing choline salicylate and 
therefore proposes that this claim be 
classified as Category II. . 

46. One comment requested that 
products containing magnesium 
salicylate be allowed to claim that this 
ingredient has less potential to cause 
irritation of the gastrointestinal tract 
than aspirin. The comment contended 
that a submission to the Panel contained 
enough data to justify this claim (Ref. 1) 
and provided a ietter from a physician 
stating that his clinical experience . 
shows that patients tolerate magnesium 
salicylate better than aspirin. The 
comment also cited magnesium 
salicyla te’s physicochemical 
characteristics as additional support for 
the c!aim that it produces less 
gastrointestinal irritation than aspirin, 
explaining that magnesium salicylate 
goes into solution at a higher pH than 
aspirin and the magnesium ions may 
provide some buffering capacity. 

The data reviewed by the Panel and 
cited by the comment included a human 
study in which a gastrocamera showed 
that both magnesium salicylate and 
aspirin caused some irritation of the 
mucous membranes of the stomach. 
However, the Panel concluded that the 
results of the study showed no 
significant difference in the degree of 
irritation between the ingredients. From 
other human studies, using radioactive 
chromate labeling of red blood cells, the 
Panel concluded that magnesium 
salicylate might produce less 
gastrointestinal bleeding than aspirin (42 
FR 35419). However, the Panel 
concluded that there is no evidence that 
gastric bleeding is related to gastric 
upset and that these studies are not 
sufficient to prove that magnesium 
salicylate may be indicated when 
aspirin cannot be tolerated. The agency 
agrees with the Panel’s conclusions. 
Because no new information has been 
submitted, the agency is placing the 
claim that magnesium salicylate has less 
potential for causing gastrointestinal 
irritation than does aspirin in Category 
III. Adequate clinical studies are 
necessary to support such a claim. 

Reference 
(1) OTC Volume 030042. 

47. Several comments supported the 
Panel’s recommendation against 

. 

concurrent anaigesic-antadid labeling 
claims for highly buffered aspirin for 
solution and urged adoption of the 
stomach distress warning recommended 
in 8 343.5O(c)(3)(iv). The comments 
stated that highly buffered ‘aspirin for 
solution can cause gastrointestinal 
distress (stomach distress), peptic 
ulceration. and massive gastrointestinal 
bleeding and that the risk of 
gastrointestinal bleeding increases when 
this product is used with alcohol. The 
comments cited a “personal 
communication” and published studies 
(Refs. 1 through 5) to support this 
concern. 

Other comments opposed the Panel’s 
recommendation and argued that highly 
buffered aspirin for solution can be 
safely used to relieve concurrent 
symptoms of headache and upset 
stomach. The comments stated that this 
drug product does not cause mucosal 
erosions, and does not cause massive 
gastrointestinal bleeding, with or 
without alcohol. The comments stated 
that the “stomach distress” warning 
would preclude the marketing of these 
products for concurrent symptoms of 
headache and upset stomach. One 
comment expressed concern that if a 
highly buffered aspirin for solution 
cannot be marketed for concurrent 
symptoms of headache and upset 
stomach, consumers will substitute less 
widely used and tested products 
containing acetaminophen and antacid. 

Highly buffered aspirin for solution 
contains a sufficient quantity of 
buffering ingredients to conform to the 
specifications for antacids established 
in the final monograph for OTC antacid 
drug products (21 CFR 331.10). Such 
products have been marketed for 
consumers with symptoms that require 
bo!h an analgesic and an antacid, such 
as Madache with heartburn or 
headache with “upset stomach.” 

In the final monograph for OTC 
antacid drug products published in the 
Federal Register of June 4,1974 (39 FR 
19869). the agency concluded that there 
is a significant target Population for 
which a combination product containing 
a salicylate and an antacid provides 
rational concurrent therapy. The agency 
further concluded that because the 
safety evidence for the use of analgesic- 
antacid combination products is derived 
from studies and experience with 
products intended for administration as 
a solution, the use of these combinations 
for concurrent symptoms should be 
limited to these types of products (39 FR 
19869 and 19875). When the final 
monograph for OTC antacid drug 
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products was published, the agency had 
received RO data to show that such a 
combination product would be unsafe to 
use for concurrent symptoms, nor have 
such data been received since 
publicaticn of the advance notice of 
proposed rulemaking for OTC internal 
ar,algesic drug products. The agency has 
also not received any data showing that 
highly buffered aspirin for solution 
presents the risk of massive 
gastrointestinal hemorrhage or that 
using these products with alcohol 
increases the risk of massive 
gastrointestinal bleeding in normal 
individuals. References 1 through 5, 
cited by one comment, discuss the 
association of alcchol and aspirin 
products with gastrointestinal b!eeding, 
but do not provide sufficient evidence 
that the use of highly buffered aspirin 
and alcohol is associated with massive 
gastrointestinal bleeding. The agency 
could not assess the “personal 
communication” because the comment 
did not provide a copy. 

The agency concurs with the Internal 
Analgesic Panel’s recommendation that 
aspirin products should not be used by 
consumers who have ulcers, bleeding 
problems, or recurring or persistent 
stomach problems. This 
recommendation is supported by the 
findings of a study on gastrointestinal 
hemorrhage In persons with stomach 
problems who used an aspirin-antacid 
for.solution combination product (Ref. 
6). However. the agency finds a lack of 
data to preclude the use of aspirin- 
antacid products as an analgesic- 
antacid for concurrent symptoms of 
headache and heartburn, etc., provided 
the product is intended for ingestion as 
a solution and provides at least 5 mEq of 
acid-neutralizing capacity (as specified 
in 5 331.10(a)). Therefore, the agency is 
proposing that any highly buffered 
aspirin for solution or other aspirin- 
antacid product for solution be 
identified as a “pain reliever-fever 
reducer” (or the variation permitted in 
5 %3.50(a)) and “antacid.” (Products 
containing acetaminophen with actacid. 
identified in 0 343.20(b)(l) in the 
tentative final monograph, are also 
being identified in the same manner.) 
However, the agency is not proposing to 
restrict acetaminophen-antacid products 
to dosage forms intended for ingestion 
as a solution because acetaminophen 
does not have the adverse effects on the 
gastrointestinal tract that are associated 
with aspirin (see 42 FR 3213). 

The agency recognizes that in 
addition to a target population which 
uses highly buffered aspirin for solution 
and other aspirin with antacid products 
fc>r concurrcnl symptoms of minor a&es 

and pains and acid indigestion, there are 
consumers who also use such products 
Just for analgesic-antipyretic use alone. 
The agency concludes that these 
products are safe and effective for both 
uses and that the labeling of these 
products should provide for use of the 
product for either concurrent symptoms 
or analgesic-antipyretic use alone. The 
agency notes that currently marketed 
produc!s are labeled for both uses. 

Therefcre. the agency is proposing the 
following statements of indications for 
products containing aspirin with 
antacid, based on the indications for 
analgesic-antipyrztic ingredients in 
4 343.50(b)(1) and the indications for 
antacids in $ 331.30(b). New 
$ 343.W(b)(4) for aspirin with antacid 
products (aspirin and antacid 
combinations) is being added to the 
tentative final monograph as follows: 

(4) For permitted combinations 
identified in § 343.20(6)(3). The 
indications are the foliowing: “For the 
temporary re!ief of minor aches and 
pains with” (select one or more of the 
following: “heartburn,” “sour stomach,” 
or “acid indigestion”) [which may be 
follo\ved by: “and upset stomach 
associated with” (select one of the 
following, as appropriate: “this 
symptom” or “these symptoms”)] and 
“Also may be used for the temporary 
relief of minor aches and pains alone” 
[which may be followed by one or more 
of the following: (“such as associated 
with” (selec! one or more of the 
following: “a cold, ” “the common cold,” 
“sore throat.” “headache,” “toothache,” 
“muscular aches, ” “backache” “the 
premenstrual and menstrual periods” 
(which may be followed by: 
“(dysmenorrhea)“), or “premenstrual 
and menstrual cramps” (which may be 
followed by: “(dysmenorrhea)“))), (“and 
for the minor pain from arthritis”). and 
(“and to reduce fever.“)) 

Although the above indications apply I 
to aspirin with antacid products, such 
products should not be used by persons 
who have persistent or recurring 
stomach problems, such as acid 
indigestion, or who have ulcers or 
bleeding problems, as stated in the 
warnings in (i 343.50(c) (l)(v)(8) and 
(Z)(V)(~). (See comment 31 above.) 

The agency is proposing that products 
containing aceiaminophen with antacid 
be identified according to 4 5 331.30 and 
333.50 and bear labeling indications in 
accordance with Q 343.60(b)(2). The 
agency believes that the proposed 
labeling for acetaminophen with antacid 
products and for aspirin with antacid 
products (inc1udir.g highly buffered 
aspirin for solution products) provides 

for the safe and effective OTC use of . 
both combinations. 

The agency is aware that the Antacid 
Panel recommended that any generalfy 
recognized as safe and effective 
analgesic ingredient could be combined 
with any antacid for concurrent 
symptoms (38 FR 8724) and that this 
recommendation is included in the final 
monograph for OTC antacid drug 
products (21 CFR 331.15(b)). However, 
this recommendation was based on data 
submitted for an aspirin-antacid 
combination product and an 
acetaminophen-antacid combination 
product both in forms intended for 
ingestion as a solution. No data were 
submitted to either the Antacid Panel or 
the Internal Analgesic Panel to support 
combina!ions of other Category I 
analgesics, especially non-aspirin 
salicylates, e.g.. magnesium salicylate 
with an antacid. Because there are not 
sufficient data to support such 
combinations and because of a lack of 
evidence of the marketing of these 
combinations. the agency is not 
proposing to include combinations of 
non-aspirin salicylates (i.e., choline 
salicylate, magnesium salicylate, and 
sodium salicylate) and carbaspirin 
calcium with antacids in this tentative 
final monograph and is classifying such 
combinations in Category III. The final 
monograph for OTC antacid drug 
products currently provides for antacid- 
analgesic combinations marketed in a 
form intended for ingestion as a solution 
only (21 CFR 331.15(b)). That 
monograph, which was developed many 
years ago, provides for an antacid to be 
combined with any generally recognized 
as safe and effective analgesic 
ingredient(s). However, as discussed 
above, certain possible combinations 
have never been marketed and lack 
s-upporting data. Therefore, elsewhere in 
this issue of the Federal Register, the 
agency is proposing to amend the 
antacid final monograph so that it and 
the internal analgesic monograph will be 
donsis tent. 

References 
(1) Needham. C.D., et al.. “Aspirin and 

Alcohol in Gastrointestinal Haemorrhage,” 
Gut. 12:819-821. 1971. 

(2) Jennings. G.H., “Causal lnnuences in 
Haematemesis and Melaena.” Gut. 6:1-l% 
195.5. 

(3) Astley. C.E.. “Gastritis. Aspirin, and 
Alcohol” (letter to the editor), British 
Medical journal. 4:4&t. 1967. 

(4) Mould. G.. “Faecaf Blood-Loss after 
Sodium Acetylsalicylate Taken with Alcohol” 
(letter to the editor), Lance6 1:X268. 1969. 

(5) Croft, D-N., “Gastri!is.” British Medica! 
fmrnal. 4:164-166. 1967. 

(6) Innes. /.A.. M.J. cord, and J.F. Munro. 
“Cas+ro-intestinal llsemorrhage Following 
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3~. One comment asserted that the 
terms “extra strength” and “extra pain 
relief’ should be allowed in describing 
products con!alning 5CKl mg 
acetaminophen. The com.ment 
contended that these terms are justified 
because 1.0~ mg (!wo sm-rng tablets) 
acetaminophen provides greater pain 
relief than 650 mg acetaminophen (two 
%%rng tablets). Other comments 
opposed the use of such labeling claims. 
One comment proposed that the labeling 
of products containing nonstandard 
dcsage units contain a statement 
denying the therapeutic advantage of 
products labeled in this manner. 

The agency recognizes, as the Panel 
did, that the OTC drug market currently 
includes many different products 
containing analgesic-antipyretic drugs, 
either as single active ingredients or in 
combination with other active 
ingredients. Most of these products 
contain either aspirin or acetaminophen 
in varying amocnts of active 
ingredients(s) per dosage uni 1. 

The Panel be!ieved that the 
availability of products containing 
different amounts of aspirin per dosage 
unit is ccnfusing to consumers and 
encouraged the current use of c!aims 
such as “higher levels of pain reliever.” 
To inform the consumer more fully of 
the contents and therapeutic capabilities 
of these products and to minimize 
confusion, the Panel recommended that 
products be clearly labe!ed as to the 
amount of active ingredient per dosage 
uni 1. The Panel further recommended 
the establishment of standard dosage 
units for aspirin, acetaminophen, and 
sodium salicylate (42 FR 35357). Based 
on these criteria, the Panel proposed 
that these ingredients and comparable 
analgesic drugs be labeled as containing 
either a “standard” or “nonstandard” 
dosage unit. As discussed in comment 
53 below, the agency will not require the 
terms “standard” and “nonstandard” in 
labeling. 

The Panel did not specifically address 
the terms “extra s!rength” and “extra 
pain relief,” but did recommend a wide 
dosage range for which OTC analgesic- 
antipyretic drug products are safe and 
effective. The Panel recommended a 
325-q minimum effective dose, but also 
recognized 650 mg as the usual single 
dose. Furthermore, the Panel found that 
there may be circumstances when more 
than the usual single dose may be 
needed for an adequate effect. provided 
the daily dosage does not exceed 4.000 
mg in a 24-hour period (42 FR 35360). 
and thus recommended OTC dosage 
ra:l,oes of 325 to 650 mg every 4 hours. 

more than 325 mg to 500 mg every 3 
hours, or 842 to 1.000 mg every 6 hours. 

In general. the agency concurs with 
the Panel’s recommended dosage 
schedule, which is flexible and which 
provides for a wide dosage range per 
dosage unit. (See comment 53 below for 
further discussion.) Terms such as 
“extra strength” may be helpful to 
consumers by alerting them to the fact 
that products bearing such label& may 
not necessarily contain the quantity of 
analgesic-antipyretic that is contained in 
other products they have purchased. 
However. the agency tentatively 
concludes that “extra streng!h,” 
“maximum strength,” “extra pain re!ief,” 
and similar terms that are only 
peripheraiiy related to product safety 
and effectiveness are outside the scope 
of the OTC drug review. Therefore, 
these terms will cot be included in 
labeling required by the monograph, but 
may be used e!sewhere in labeiing, but 
not intermixed with monograph labeling, 
subject to the provisions of section 502 
of the act. The agency encourages drug 
manufacturers volunteriiy to provide 
consumers with an explanation of terms 
such as “extra strength” and “maximum 
strength” when they are tised in 
labeling. 

49. Cne cornment requested that the 
professional labeling recommended in 
§ 343.80 be amended to include an 
indication for the use of aspirin for 
transient ischemic attacks. Another 
comment requested that buffered aspirin 
a!so be included in this indication. The 
comments presented data to support 
their requests (Ref. 1). 

A transient ischemic attack is a 
sudden onset of a focal neurologic 
dysfunction that may precede a stroke. 
It affects the brain or retina and clears 
after a period lasting from a few 
seconds up to 24 hours. The data 
submitted by the comments included 
two multicenter clinical studies as 
follows: a W-month trial conducted by 
Fields et al. (Ref. 2) and a %-month trial 
conducted by The Canadian 
Cooperative Study Group [Ref. 3). 

The study by Fields et al. was a 
randomized, double-blind trial 
comparing aspirin with placebo in 178 
patients to determine the incidence of 
subsequent transient ischemic attack, 
death, cerebral infarction, or retinal 
infarction. Only persons with episodes 
of monocular blindness or hemispheric- 
type transient ischemic attacks were 
eligible for admission to the study. 
Persons with symptoms in the carotid 
arc-a were included, and those with only 
vertebrobasi!ar symptoms were 
excluded. Another requirement was that 
the most recent transient ischemic 
attack had cccurred not more than 3 

months prior to randomization. The 
absolute endpoints studied were 
mortality, retinal infarctions. and 
cerebral infarctions. 

,’ , 
41 i 

The analysis of the absolute 
endpoints, i.e.. death or cerebral or 
retinal infarction. failed to show a 
statistically significant differential 
betlveen aspirin and p!acebo. However, 
because the primary objective of the 
study was to determine whether aspirin 
wculd result in a reduction of transient 
ischemic attacks, a second class of 
endpoints was used to evaluate the 
patients’ experience during the first 6 
months of follow-up (after 
randomization). Endpoints included not 
on!y infarctions (cerebral or retinal) but 
a!so the number ci transient ischemic 
attacks reported. When the absolute 
endpoints were coupled with the 
occwrence of transient ischemic attack 
in the first 6 months of fol!ow-up, there 
was a statistical!y significant 
differential (p 0.~1) in favor of aspirin. 
When the patients were separately 
grouped according to whether they had 
a single carotid transient ischemic 
attack or multiple attacks before 
admission to the study, a life table 
analysis of absolute endpoints revealed 
a statistical significance in favor of 
aspirin within the grcap of patients with 
multiple attacks. When the occurrence 
of carotid transient ischemic attacks 
during the first G months of follow-up 
was also taken into consideration. 

‘1 

analysis of patients who had single or 
multiple transient ischemic attacks 
revealed a statistically significant 
differential in favor of aspirin. 

The study conducted by the Canadian 
Cooperative Study Group was a 
randomized, four-treatment, double- 
blind trial to de!ermine whether aspirin 
or sulfinpyrazone, singly or in 
combination, was superior to placebo in 
preventing transient ischemic attacks, 
str*e. or death in patients afflicted with 
transient ischemic attacks or partial 
nonprogressing stroke in either carotid 
or vertebral territory (Ref. 3). 
Approximately 65 percent of the 585 
subjects had symptoms suggesting brain 
ischemia in the area supplied by the 
carotid artery; 25 percent of the subjects . 
were affected in the area supplied by 
the vertebrabasilar artery; and 10 
percent of the subjects had both the 
vertebrobasilar and carotid arteries 
affected. Patients with hernodynamic 
(pertaining to the movements involved 
in the circulation of the bloody or 
cardiac causes were excluded from the 
study. The average Period of followup 
was 25 months. The compliance rate 
was 92 percent. 
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Three endpoints were assessed in the 
study: Transient ischemic attack. stroke, 
and death. If any of these endpoints 
occurred by the end of the trial, or 
within 6 months oi withdrawa! where 
treatment had been terminated, they 
were counted against their randomly 
assigned treatment regimen. None of the 
3 drug treatment groups was 
significantly different from the placebo 
treatment group for any endpoint, but 
when the 2 treatment groups taking 
aspirin (i.e., aspirin alone and aspirin 
with sulfinpyrazone) were compared 
with the two groups tha! were not taking 
aspirin (i.e., the groups taking 
sulfinpyrazone alone or placebo) for the 
combined endpoints of stroke and death, 
the reduction with aspirin was 31 
percent (P<c.os). In subset analysis, the 
benefit from aspirin therapy was 
confined to males, with a d&percent 
reducticn in stroke and death (p <O.OOS). 
There was no significant benefit in 
females in either treatment category. 

Based upon the data described above, 
the agency’s Peripheral and Central 
Nervous System (CNS) Drugs Advisory 
Committee concluded that there is 
evidence that aspirin is safe and 
effective for reducing t!re risk of 
recurrent transient ischemic attacks or 
stroke in men who have had transient 
ischemia of the brain due to fibrin 
platelet emboli (Refs. 2. 3, and 4). In 
concluding that aspirin is safe and 
effective in reducing these risks in 
males, the Committee recommended a 
dosage of 1,300 mg aspirin per day in 
divided doses of 650 mg twice a day cr 
325 mg four times a day. 

Studies were submi:!ed on the 
absorption characteristics cf buffered 
aspirin and plain aspirin products (Refs. 
5 and 6). Nayak et al. (Ref. 5) conducted 
three blinded studies (A, B, and C) on 
the effect of antacids on aspirin 
dissolution and bioavailability. The 12 
normal adult subjects [8 male. 4 female) 
abstained from using any medication 1 
week before and during the studies. 

Study A was ccnducted to determine 
the absorption characteristics of four 
aspirin formulations with different 
buffering capacity and in vitro 
dissolution profile. Each subject 
abstained from solid food and liquids. 
except water. from midnight of each 
study day. The subjects were randomly 
divided into four equal groups assigned 
to the rows cf a selected 4 x 4 Latin 
square. On each of the test days, which 
were d week apart. a single dose (2 
tablets) of each of the following 
formulations was given: 325 mg aspirin; 
325 mg aspirin wilh 150 mg aluminum 
hydroxide gel and 150 mg magnesium 
h_vdroxide; 325 mg aspirin with it-, nag 

aluminum hydroxide gel and 75 mg 
magnesium hydroxide: and 325 mg 
aspirin with SO mg aluminum glycinate 
and 1~6 mg magnesium carbonate. A 
pretest blood sample was col!ec!ed. and 
each subject was given a single dose of 
the formulations with 200 mL water. 

Blood samples w-ere collected at 
various intervals; the plasma was 
separated and frozen before being 
analyzed. Results were expressed as ihe 
to?a! salicylate concentration in salicylic 
acid equivalents, and a pharmacokinetic 
analysis of data was performed. The 
results showed that the buffered 
formulations produced significan?ly 
higher peak concentrations of plasma 
salicylate than the unbuffered 
formulation. However, a comparison of 
the area-under-curve values showed no 
statisticaily significant difference among 
formulations: 

Study B was conducted to assess the 
effect that doubling the aspirin and 
antacid dose would have on the 
absorption of aspirin. The subjects and 
methods were identical to study A 
except that each subject was given a 
sing!e dose of four tablets containing 325 
mg aspirin, 150 mg a!uminum hydroxide 
gel, and 150 mg magnesium hydroxide 
per tablet. A pharmacokinetic analysis 
of data was performed. 

In study C, 2 hours after a meal of 1 
cup of dry cereal, 8 oz of whole milk, 6 
oz of orange juice, sugar, and 1 cup of 
coffee or tea, three male subjects 
received four tablets of the same 
formulation used in study B (Ref. 5). The 
subjects swallowed the tablets with 200 
mL water. The blood samphng and 
analysis were the same as in study A, 
except that blood was collected without 
anticoagulant and processed for serum. 

The results of studies B and C showed 
that the concentration-time profile and 
the bioavailability were similar in both 
studies. Thus, there was no evidence of 
a lower or erratic absorption of aspirin 
due to the antacids used as compared 
with unbuffered aspirin. 

A study was conducted to determine 
whether the aspirin in a commercial 
buffered aspirin product containing 325 
mg aspirin and 150 mg magnesium- 
aluminum hydroxide was as effective as 
325 mg p!ain aspirin in inhibiting platelet 
aggregation in vitro (Ref. 6). The 
methodology was collagen-induced 
aggregation of guinea pig or human 
piatelets (in vitro). Sep3rate solutions of 
aspirin and the buffered aspirin produci 
were prepared using s!eri!e saline 
solution. Each solution contained 3.25 
mg aspirin per mL. equivalent to a molar 
aspirin concentration of 1.8 X 10.'. 
Subsequent diluticns were used at a ldg 
concentration ratio of 1.5. Nonfasted 

male guinea pigs weighing 300 to soo g 
were used throughout the study. When 
human platelets were used, they were 
separated and handled in the same way 
as those collected from guinea pigs. 

Platelet aggregation assays were 
conducted, and the data were quantified 
by calculating area-under-curve values 
for each dilution. Aspirin and the 
buffered aspirin product were first 
compared in an experiment to find a 
dose range. 

The results showed that both the plain 
aspirin and the buffered aspirin product 
would produce dose-related inhibitory 
effects on the aggregation of guinea pig 
platelets in the range of 1.8X10w4 to 
1.8 X 10" ‘molar concentration. Tke 
concentration for 50 percent inhibition 
(I&) was found to be 1.3 x 10s4molar for 
the aspirin in the plain aspirin product. 
In the buffered aspirin product the I& 
was fcund to be 1.4 x 10.' molar. The 
inves tiga tars concluded that the 
similarity of the IC, values indicates 
there is no difference between the effect 
of plain aspirin and the effect of the 
buffered aspirin product on platelet 
aggregation. The I(& values for aspirin 
and the buffered aspirin product on 
human platelets (1.4 x10.' and 1.3 x 10“. 
respectively) were close to those found 
for guinea pig platelets. The dopes of 

the respective regression lines were 
similar, indicating no specific 
differences. 

The investigators concluded thai plain 
aspirin and the buffered aspirin product 
are equally effective in inhibiting 
col!agen-induced aggregation of both 
guinea pig and human platelets in vitro 
and that the buffered aspirin product 
would be as useful as plain aspirin in 
the prevention of transient ischemic 
attacks. 

Based upcn the Peripheral and CNS 
Drugs Advisory Committee’s 
recommendation on aspirin and 

aansient ischemic attacks and the 
agency’s review of the data submitted to 
show that buffered aspirin would be 
expected to have similar effects, the ’ 
agency concludes that both aspirin and 
buffered aspirin can be used for 
reducing the risk of recurrent transient 
ischemic attacks or stroke in males. This 
use of aspirin and buffered aspirin is 
being proposed for incorporation in to 
tlte professional labeling section of the 
tentative final monograph, with the 
recommended dosage of 1.300 mg 
aspirin per day in divided doses of 650 
mg twice a day or 325 mg four times a 
day. The agency believes that sodium- 
containing buffered aspirin should not 
be used for this purpose because the 
chronic ingestion of sodium is ill- 
advfsfd in this Fatient population. 
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The agency also points cut that ser‘clm uric acid levels. This dosage was 
aspirin or buffered aspirin withou! a&o associated with increased 
sodium is not indicated in all forms of incidences of gastrointestinal symptoms 
sudden onset of focal nzurologic including stomach pain, heartburn. 
dysfunction simulating transient nausea and/or vomiting. as M-e!1 as 
ischemic attacks. Also, the effects of gross gastroir,testinal bleeding. Because 
concurrent administratioc of therapeutic the dosage of aspirin proposed for the 
amounts of antacids on the absorption prevention of transient ischemic attacks 
end the elimination of aspirin must be is 1.300 mg. the agency believes that this 
considered, but !he current literature il;formation should be inc!uded in the 
contains minimal information on these 
effects. 

proposed professional labeling for 
aspirin for transient ischemic attacks. 

Levy et al. (Ref. 7) conducted a study 
on three children with rheumatic fever 
to determine whether serclm salicylate 
concentrations are affected by an 
antacid containing aluminum and 
magnesium hydroxide. Aspirin 
bioavailability (completeness of 
absorption) was estimated from the 
amount of total salicylate excreted in 
the children’s urine over a z-hour period, 
with urine specimens collected during 
the antacid and control periods. The 
investigators found that the estimated 
daily excretion was in reasonably good 
agreement with the daily dose and did 
not decrease during antacid 
3dministration. 
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About 1 week later, crossover 
experiments compared the percentage of 
salicylate recovered in each subject’s 
tirine with aspirin given alone to the 
percentage recovered when the aspirin- 
antacid was given. Results (expressed 
as total sa!icylate recovered) showed 
that the antacid product containing 
aluminum and magnesium hydroxide 
had no apparent effect on aspirin 
absorption. 

Based upon the above discussion, the 
agency is proposing in 0 343.80(b) the 
following indications. precautions, and 
dosage in the professional labeling: 

For prvducts con raining aspirin identified 
in j 343. IO(b) or permitted combinations 
identified in 3 343..?0(b)(4) except those 
contcining sodium. The labeling states, under 
the heading “ASPIRW FOR TRANSIENT 
ISCHEMIC ATTACKS.” the followir!!: 

In addition, while reviewing data on 
the use of aspirin fQr myocardial 
infarction. the agency identified certain 
information that it considers pertinent to 
the use of aspirin for the prevention of 
transient ischemic attacks (see comment 
50 below). In !he Aspirin Myocardial 
Infarction Study (Af4IS) (Ref. 8). the 
dosage of 1.000 mg per day of aspirin 
was associated with srnal! increases in 
i,l~od pressure, blood urea niirogec, and 

Indicc!ion: 

For reducing the risk of recurrent transient 
ischemic attacks (TIA’s) or stroke in men 
who have had transient ischemia of the brain 
due to fibrin platelet emboii. There is 
irxdequate evidence that aspirin or buffered 
aspirin is effective in reducing TIA’s in 
women at the recommended dosage. There is 
no evidence that aspirin or buffered aspirin is 
of benefit in tile treatment of completed 
strokrs in men or worr.en. 

Clin’cal Trials: 

The indication is supported bv ?he results - . 
of a Canadian stud-q * in \chich 585 patients 
with threatened stroke were followed in a 
randomized clinical trial for an averaRc of 26 
months to determine whether aspirin or 
sulfinpyrazone. singly or in combination. was 
superior to placebo in preventing transient 
ischernic attacks, stroke, or death. The studs 
showed that. although sulfinpyrazone had n-0 
statistically significant effect. aspirin reduced 
the risk of ccn!inuing transient ischemic 
attacks. stroke. or death bv ~3 percent and 
reduced the risk of stroke br de’ath bv 31 
percent. Another aspirin study carried out in 
the United States with 178 patients. showed a 
s!atisticailv sinnificant nuniber of “favorable 

- Y  

outcomes. ‘* inciudinn reduced transient 
ischemic attacks. st;oke. and death. 

Precautions: 

Patients presenting with signs and 
symptoms of TIA’s should have a compiete 
medical and neurologic evaluation. 
Consideration should be given to other 
disorders that resemble TIA’s. A!tention 
should be given to risk factors: it is important 
to evalua!e and treat, if appropriate, other 
diseases associated with TW’s and stroke, 
such as hypertension and diabetes. 

Concurrent administration of absorbable 
antacids at therapeutic doses may increase 
the clearance of saiicylates in some 
individua!s. The concurrent administration of 
ncnabsorbabie antacids may alter the rate of 
absorption of aspirin. thereby resulting in a 
decreased acetyisaiic>!ic acid/saIicyiate 
ra!io in plasma. The ciinical significance of 
these decreases in avai!abie aspirin is 
unknown. 

Aspirin at dosages of l,C?Xl miI!igrams per 
day has been associated with small increases 
in b!ood pressure, blood urea nitrogen. and 
serum uric acid levels. It is recommended 
that patients placed on long-term aspirin 
treatment be seen at regular intervals to 
assess chazges in these measurements. 

Adverse Reactiorzs: 

At dosages of l.OGO milligrams or highor of 
aspirin per day, gastrointestinal side effects 
include stomach pain, heartburn. nausea 
and/or vomiting, as well as increased rates of 
gro s gastrointestinal bleeding. (Other 
app icabie warnings related to the use of 4 
aspirin as described in 5 343.50(c) may also 
be included here.) 

Dosage and A dministmtion: 

-Adult oral dosage for men is 1.30 
milligrams a day, in divided doses of 650 
milligrams twice a day or 325 rniliigrams four 
times a day. 
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50. One comment submitted data (Ref. 
1) and requested that the professional 
labeling recommended in $ 343.80 bz 
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expanded to include an indication for 
the use of aspirin in the prophylaxis of 
secondary myocardial infarction 
Another comment submitted data (Ref. 
Z) and requested the agency to issue 
professional labeling guidelines that 
provide for the use of highly buffered 
aspirin in solution to prevent myocardial 
infarction in men with unstable angina. 

The agency has reviewed the 
submitted data and determined that 
aspirin is effective in reducing the risk of 
death and/or non-fatal myocardial 
infarction in patients with a previous 
infarction or unstable angina pectoris. 
The agency evaluated six secondary 
prevention trials (Refs. 3 through 8) and 
one controlIed clinical trial of unstable 
angina (Ref. 9). Although none of the six 
secondary prevention trials individually 
showed a significant aspirin effect on 
mortality, the pooled results did show a 
moderately impressive sta tis tica!ly 
significant reduction in the occurrence 
of death and/or non-fatal myocardial 
infarction. Five of the six secondary 
prevention trials showed a favorable 
trend. Two of the individuai studies 
showed a significant effect, and two 
others showed a near significant effect 
(p=O.C%, p=O.CB) on the combined 
endpoint of non-fatal infarction and/or 
death as well as on non-fatal infarction 

c 
a!one. The pooled results showed a 
highly significant aspirin treatment 
effect on the combined or non-fatal 

h infarction endpoint. The post-infarction 
and unstable angina trials, while studies 
of different diseases, mutually support 
each other by showing effects on the 
same endpoint. The trials also provide 
pertinent dosing information. 

Five of thk six secondary prevention 
trials ased doses of 1.000 mg per day or 
more: one of these trials and the 
unstab!e angina trial used about 300 mg 
per day. The latter two trials, along with 
considerable pharmacologic evidence 
that platelet-induced thrombogenesis 
can be reduced by doses near 300 mg 
and the expectation that gastrointestinal 
bleeding would like!y be less prominent 
at lower dosages, have led the agmcy to 
condude that 300 mg (or a conventional 
325 mg dose) of aspirin per day is 
effective for the prevention of 
myocardial infarction in patients with a 
previous myocardial infarction or 
unstable angma. 

In the secondary prevention tria!s. 
aspirin treatment was started at 
intervals after the onset of acute 
myocardial infarction varying from less 
than three days to more than fi\,e years 
and continued for periods of from !css 
than one year to four years. Treatnlent 
within a week of onset of myocardial 
infarction was not shown to he 

beneficial in the cases presenting with 
acute infarction in the unstable angina 
trial. The data did show beneficial 
trends for stronger effects in the first six 
months after acute infarction and for the 
first two years after starting treatment. 
However, these trends were not well 
enough established to justify limiting 
treatment to these intervals. Due to this 
uncertainty, the labeling that the agency 
is proposing does not include any 
specific recommendation regarding 
when to start or stop aspirin treatment. 

Most of the subjects in the secondary’ 
prevention trials and’all of those in the 
unstable angina trials were male. Due to 
the small numbers of females in the 
studies, the use of aspirin for this 
indication in women cannot be 
supported by available data. However, 
the agency does not believe that use in 
women is necessarily unreasonable and 
the professional labeling that the agency 
is proposing does not discourage such 
use, but simpiy notes the limitation on 
the number of females in the clinical 
trials. 

entered (Refs. 4 and 5). Aspirin treated 

in the Aspirin Myocardial Infarction 
Study (AMlS) (Ref. 3). the aspirin- 
treated group showed a small increase 
In blood pressure after adjustment for 
baseline pressure. Similar findings for 
other Uniied States aspirin trials of 
secondary prevention were also found. 
While these blood pressure elevations 
were clinically small, the agency 
believes that this finding shauld be 
included in the labeiing. The agency also 
believes that it should be kept in mind 
that on!y about 10 percent of the 
subjects were hypertensive af baseline 
and that the blood pressure eligibility 
restrictions in these trials we-re such that 
severely hypertensive subjects were not 

and has included a statement 
concerning the amount of sodium in the 
aspirin/antacid combination in the 
Lewis tris! (Ref. 9) and how much this 
amount of sodium adds to the intake 
suggested as appropriate for the dieta:y 
treatment of essential hypertension in 
the “1984 Report of the Joint National 
Committee on Detection, Evaluation, 
and Treatment of High Blood Pressure” 
(Ref. 10). 

In conclusion, the agency is proposing 
that the professional labeling section of 
the tentative final monograph (i.e., 
information provided to health 
professionals only. and not to the 
general public) should include aspirin 
for the indication, “to reduce the risk of 
death and/or non-fatal myocardial 
infarction in patients with a previous 
myocardial infarction or unstable angina 
pectoris.” The agency is proposing in 
9 343.8Ojc) the following professional 
labeling: 

For prodticts containing aspirin identified 
In 9 343. IO(a) or permitled combinations 
identified in § 343..?O(b),(3/ and (4) The 
labeling states, under the heading “ASPIRIN 
FOR MYOCARDIAL INFARCTION.” the 
following: lridication: 

Aspirin is indicated to reduce the risk of 
death and/or non-fa!al myocardial inrsrc!ion 
in patients with a previous infarction or 
unstable angina pectoris. Ciir,icaf Tria!s: 

The indication is supported by !he resu!is 
of six large. randomized multicerzler. placebo- 
controlled studies involving 10.816. 
predominantly male. post-myocardial 
infarction (MI) patients and one randomized 
placebo-contro!lad study of 1.265 men wiih 
unstable angina t ‘. Therapy wiih aspirin w-as 
begun at intervals after the onset G! acute Ml 
varying from less than 3 days to more than 5 
years and continued for periods of from less 
than I year to 4 years. In the unstable angina 
study. treatment was started within I mon!h 

groups in both the AMIS trial and the 
United States aspirin studies showed 
small but definite increases in b!ood 
urea nitrogen and uric acid; thus, the 
agency concludes that during the course 
of long-term aspirin therapy users of this 
drng should be monitored regularly to 
assess changes in these measurements. 

corltinued for 12 weeks, and patients -4th 
- after the onset oi unstable anGina and 

complicating coxditions such as congestive 
heart failure were not included ir? the study. 

~ Aspirin therapy in MI patients was 
associated with about a XI-percent reduction 
in the risk of subsequer.t dea!h and/cr non- 
fatal rekfarction. a median absolu!e 
decrease of 3 percent from the 1% to 22- 
percept event rates in the placebo groups. In 
aspirin-treated unstable angina patients the 
reduction in risk was abcu! 50 percent. a 
reduction in the event rate of 5 percent from 
the 1%percent rate in the placebo grol~p 01~~ 

the 1Zwecks of the study. 

Based on the data from the unstable 
angina triai of Leivis et al. (Ref. 9) 
which ued one 325 mg dose of aspirin 
in a highly buffered solution, the agency 
has concluded that highly buffered 
aspirin for solution (aspirin/antacid 
ccmblnstion (see comment 78 below)) as 
well as buffered aspirin in a solid 
dosage form is safe and effective to 
reduce the risk of death and/or non- 
fatal myocardiai infarction in patients 
with a previous myooardial infarction or 
unstable angina. However. the agency 
believes that sodium intake should be. 
considered in this patirnt pupitlation 

Daily dosage 0: aspirin in the post- 
myorardisi infarction studies was 3OG 
mi!ligrams in one study and 900 to 1SGO 
milligrams in 5 studies. .A dose of 325 
milligrams was used in the study of unstable 
angina. 

Adverse Reactions: 
Gastrointestinal Reac-tions: 
Doses of 1.0~0 miiligrams per day of as;:-;? 

caused gastrointestinal symptoms end 
lArcc!i~~g th.3t in some c; .,es aver-2 clinic <.i:> 
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significant. In the largest post-infarction 
study (the Aspirin Myocardial Infarction 
Study (AMIS] with 4.5~1 people). the 
percentage incidences of gastrointestinal 
symptoms for the aspirin (1.000 milligrams of 
a standard. so!Id-tablet formulation) azd 
placebo-treated subjects, respecti\rely. were: 
stomach pain (14.5 percent; 4.4 percent): 
heartburn (‘11.9 percect; 4.8 percent); nausea 
and/or vomiting (7.6 percer.t; 2.1 percent); 
hospitalization for gastrointestinal disorder 
(4.8 percent; 3.5 percent). In the AMIS and 
other trials, aspirin-treated patients had 
increased rates of gross gastrointestinal 
bleeding. Symptoms and signs cf 
gastrointestinal irritation were not 
significant!y increased in subjects treated for 
unstable angina with buffered aspirin in 
solution. 

(Oiher applicable warnings related to the 
use of aspirin as described in f 343.50(c) may 
also be included here.) 

Cardiavascuiar and B:bche;r;ical: 
In the AMIS trial. the dosage of 1.000 

miliigrams per day of aspirin was associated 
wiih small increases in systolic blood 
pressure (BP) (average 1.5 to 2.1 millimeters) 
and diastolic BP (0.5 to 0.6 millimeters), 
depending upon whether maximal or last 
available readings were used. Blood urea 
nitrogen and uric acid levels were also 
increased. but by less than 1.0 milligram 
percent. 

Subjects wi:h marked hypertension or 
recal insufficiency had beer. excluded from 
Ihe trial so that the ciinical imporiance of 
t:lese observations for such subjects or for 
r,ny s.ubjects trea!e.rl over more prolor.ged 
periods is not kr.own. it is recommended that 
pa!icnts p!aced on Icng-term aspirin 
treatmen!. even at doses of 300 mil!igrams per 
day. be seen at regular intervals to assess 
changes in these measurements. 

Sodium in Buffered Aspirin for Soktion 
Fam~ulations: 

One tablet daily of buffered aspirin in 
so!uiion adds 553 milligrams of sodium to 
that in the diet and may not be tolerated by 
patients with active sodium-retaining states 
such as cor,ges!ive heart or renal faiiure. This 
smount cf sodium adds about 30 percent to 
the 70- to 9%millequivalenis intake suggested 
es appropriate for dietary treatment of 
esser.tial hypertension in the “19fi3 Report of 
the Joint National Committee on Detccticn. 
E\-a!uation and Treatment of High Blood 
Pressure”.a 

Dosage and AdminisIratiDn: 
Although most of the studies used dosages 

exceeding 300 milligrams. z trials used only 
3~) milligrams and pharmacologic data 
indicate that this dose inhibits platelet 
func!ion fully. Therefore, 300 milligrams or a 
conventional 325 milligram aspirin dose is a 
reasonable, r0utir.e dose that would minimize 
gastrointestinal adverse reactions. This use 
of aspirin applies lo both solid. oral dosage 
forms (buffered and plain aspirin) and 
buffered aspirin in solution. 
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(5) The Petsantine-Aspirin Reinfatction 
Study Research G,~up. “Persantine and 
Aspirin in Coronary Heart Disease.” 
Circu!atian. 62:449-461.19EIO. 

(6) Eiwood. P.C.. et al., “A Randomized 
Cont:ol!ed Trial of Acetylsalicylic Acid in the 
Secondary Prevention of Mortality From 
Myocardial Infarction.” British Medica! 
/xirnal. 1:43tX40. 1974. 

(7) Breddin. K.. et a!.. “Secondary 
Prevention of Myocardial infarction: A 
Comparison of Acetylsalicylic Scid. 
Phenprocoumon or Placebo.” Harneosfasis. 
4 70.263-269. 1979. 

(8) Elwood, P.C.. and P.M. Sweetnam. 
“Aspirin and Secondary Mortality After 
Myocardial Infclrction,” Lancef. 11:13’1X--iSIS. 
December 22-29.1979. 

(9! I.ewis. H.D.. et al.. “isrotective Effects of 
Aspirin Against Acute Myocardial Infarction 

end Ceath in Men With Unstable Angina, 
Results of a L’eterans Administration 
Cooperative Study,” Xew Eng!c.ldjourna[ai 
.Vedicine, 309:396-403, 1983. 

(IO) “1984 RcPort of the Joint National 
Committee on Defection. Evaluation. and 
Treatment of High Blcod Pressure.” United 
Slates Department of Health and Human 
Services and United States Public Health 
Service, National Institutes of Health. 
Publication No. NIH 84-1088.1964. 

(11) Letter from W.E. Cilber!son. FDA. to 
G.R. Pfiug. Miles Laboratories, Inc.. coded 
LETo49, Docket No. 77N-0094. Dockets 
3lanagement Branch. 

-4 . 

(12) Letter f,rom WE Gilbertson. FDA, to 
E.J. Hiross. Sterling Drug, Inc., coded I-El%48 
Docket No. 77N-0094. Dockets Management 
Drench. 

C. Comments on Advertising of I’llternol 
Analgesic Drug Produck 

51. Several comments suggested that 
changes be made in the quality and 
quan!ity of advertisements for OTC 
internal analgesic drug products to 
eiiminate “excessive claims for minor 
differences in drug properties” and to 
reduce the likelihood of consumers 
being unduly persuaded or misled b3 
such inappropriate statements. Another 
comment contended that consumers 
often do not realize from current OTC 
analgesic drug advertising t!lat many of 
these products contain aspirin. An 
example of such advertising is as 
follows: “Contains more of the pain 
biller which doctors prescribe most.” 
The comment urged that FDA reqtiire 1 
manufacturers to state in their 
advertising that their products ccntain 
aspirin. 

The Federal Trade Commission (FTC) 
has the primary responsibility For 
regulating OTC drug advertising, and 
FDA has forwarded copies of the 
comments concerning internal analgesic 
advertising to the FTC for its 
consideration (Ref. I). FDA does. 
however, have the authority to regulate 
OTC drug advertising that ccnstitutes 
labkling under the Federal Food, Drug. 
and Cosmetic Act. See, e.g., United 
States 11. Article of Drq ’ * * B 
Complex Cholinos Capsules. 382 Fzd 
923 (3d Cir. 19tX); V.E. Irons. Inc. v. 
Unifed States, 244 F.2d 34 (10th Cir.). 
cwl. denied, 354 U.S. 923 (1957). In 
addition, for an OTC dmg to be 
generalip recognized as safe and 
effective and nst misbranded, the 
advertising for the drug must satisfy the 
FDA regulations in 3 330.1(d) (21 CFR 
330.1(d)). which state that the 
advertising may prescribe. recommend, 
or suggast the drug’s use only under the 
conditior?s stated in the labeling. if 
advertising for an OTC internal 
analgesic drug product offers the drug 
product for conditions not included In 

1 
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the final monograph labeling, the drug 
product may be subject to regulatory 
action by FDA. 

Reference 
(1) Letter fron L. Geismar. fZD.4, to W.B. 

Fisherow. FTC. june 18, 1Y31. included in 
OTC Voltime 03DTFM. 

52. Several comments asserted that 
the Panel exiended its review beyond its 
charter by making statements 
concerning the advertising of the 
products under its review. The 
comments stated that FDA did not grant 
such authority in the procedures 
established for OTC drug advisory 
review panels. The comments further 
argued that the Panel’s statements on 
OTC drug advertising were not only 
inappropriate for inclusion in the report 
but also were based on inadequa!e 
information because, according to FDA 
procedures, data and information 
pertaining to advertising were not 
submitted to the Panel. 

The OTC drug review procedures do 
not preclude a panel from expressing its 
concern about OTC drdg advertising. 
The statements of opinion on 
advertising and !he media were included 
by the Panel in its report upon the 
recommendation of the Panel’s 
consumer liaison representative (Ref. 1). 
These statements were partly based on 
a transcript of the proceedings of a 
conference sponsored by the Federal 
Communications Commission and the 
FIX and attended by representatives of 
consumer advocate groups, 
pharmaceutical associations and 
manufacturers, the broadcast media, 
and the academic community. 

The Pane1 discussed OTC drug 
advertising in its report in order to make 
its concerns known to the FTC. as well 
as to FDA. 

Reference 
(1) Summary Minutes of the 20th h,feeting of 

the Advisory Review Panel on OTC Internal 
AnaIgesic and Antirheuma:ic Drug Products, 
June 25.26. and 27.1975. incorporated in OTC 
Volume 030173. 

D. Comments on Standard Dosage Unit 
and Anaf’esic Equivalence Value 

53. Some comments supported the 
Panel’s recommendation for standard 
dosage units and standard dosage 
schedules for all marketed OTC internal 
analgesid drug products containing 
aspirin, acetaminophen. and sodium 
salicylate as single ingredients. The 
comments stated that adopting this 
recommendation would benefit 
consumers by reducing the confusion 
and misuse that result from the current 
availability of various dosage s:rcngths 
and dosage schedul:!s oi these 
iEgredicn!s. The comments argued that 

consumers are used to taking “two (325- 
rng) aspirin tablets” for pain relief and 
could ingest toxic amounts of aspirin 
from using dosage units larger than 325 
mg. The comments maintained that 
dosages greater t!lan 650 mg (two 325 
mg tablets) do not provide “substantial 
benefi! to a sufficient portion of the 
public” to justify making dosage unit 
strengths greater than 325 mg genera!ly 
available. 

Several comments opposed the 
standard and nonstandard labeling 
recommended by the Panel in 
5 343.50(d). arguing that such labeling 
implies differences in quality or 
therapeutic effect, would confuse 
consumers, and crowd information on 
the label. Several comments also 
cpposed the concept of standard dosage 
ur.its and standard dosage schedules, 
arguing that adopting them would 
deprive consumers of products with 
which they have been satisfied and 
would result in dosage changes in the 
labeling that may be overlooked by 
consumers. Some comments also argued 
that the concept of standard dosage unit 
is unsupported because various dosage 
levels of aspirin, acetaminophen, and 
sodium salicylate are safe and effective 
and show increasir?g effectiveness with 
increased dosages. To resolve 
“inconsistencies” in the dosage units 
and schedules, one comment 
recommended that the adult dosage unit 
for aspirin. acetaminophen. and sodium 
sahcylate be 325 mg (standard) and sOO 
mg or 650 mg (nonstandard)- The 
comment also recommended a 
maximum single dose of 1.000 mg for 
each of these ingredients with a 4-hour 
dosage interval and a maximum daily 
dose cf 4,000 mg. 

The agency agrees with the comments 
in opposition to the Panel’s 
recommendation on standard and 
nonstandard labeling. The agency does 
not believe that use of the terms 

650 mg every 4 hours, more than 325 to 
500 mg every 3 hours, or 842 to 1.000 mg 
every 6 hours. (See the Panel’s 
recommended $ 343.10 (a) and (0.) For 
zcetaminophen, the Panel’s 
recommended dosage ranges were 325 
to 650 mg every 4 hours, 500 mg every 3 
hours, or 1,ooO mg every 6 hours. (See 
the Panel’s recommended $ 343.10(b).) 
As stated in comment 63 below, the 
agency believes that it is reasonable for 
acetaminophen to have the same dosage 
and frequency of administration as 
aspirin. The agency is revising the 
dosage schedule for acetaminophen to 
conform to that of aspirin. In addition, 
the dosage of “more than” 325 mg to 500 
mg every 3 hours is being restated as 325 
mg to 500 mg every 3 hours to include 
the 325mg minimal effective dose. 
Likewise, in consideration of the various 
analgesic dosage unit strengths 
currently being marketed, the agency is 
proposing that the dosage of 842 to 1,000 
mg every 6 hours be revised to 650 to 
1,000 mg every 6 hours to include the 
maximum recommended dose to be 
taken every 4 hours (i.e., 650 mg) as a 
minimum dose taken every 6 hours. The 
agency invites specific commer,t on this 
proposal. 

Based upon the above conclusions 
and dosage recommendations. the 
dosage schedules for aspirin. 
acetaminophen. and sodium saficylate 
recommended by the Panel in Q 343.10 
(a), (b), and (f) are being revised to 
eliminate the concepts of “standard” 
and “nonstandard” schedules and are 
being combined under 0 343.50(d)(2). 
The Panel’s definitions of standard 
dosage units for these ingredients in 
§ 343.3 (c), (m). and (p) are not being 
proposed in this tentative final 
monograph. 

The agency notes that the Panel 
discussed a maximum initial singIe dose 
of 975 mg (IS grains (gr)) (threr dosage 
units of 325 mg each) in a &hour dosing _ . . . 

this loading dose for aspirin, 
a renimen 143 FR 35361) and recommended 

acetaminophen, and sodium saIicylate 
(5 343.12 (a)(ii). (b)(ii), and (f)(ii)). The 

\ 

agency is not proposing a loading dose 
for these ingredients because it believes 
that such a pro&ion may confuse 
consumers and lead to repeated dcsing 
of 975 mg every 4 hours instead of 325 
mg to 650 mg every 4 hours. For reasons 
stated in comments 62 and 63 below. the 
agency is not proposing an OTC dose of 
975 mg (IS gr) or 1.000 mg every 4 hours. 

“standard” and “nonstandard” would 

products containing different quantities 
of active ingredients or would aid 

simplify the comparison of various 

consumers in selecting an OTC 
analgesic-antipyretic drug product. in 
addition, the agency is not aware that 
the existing manner of labeling these 
products has caused consumer 
confusion or resulted in misuse of these 
products. Therefore, the Panei’s 
recommendation on standard and 
nonstandard labeling is not being 
included in this tente tive fin,11 
monograph. 54. Two comments objected to the 

standard dosage unit concept because it 
is not applicable to liquid products or a 
product containing aspirin in a gum 
base. One cornmcnt argued that it is 
inappropriate to ust the standard 

The Panel was aware that degrees of 
pain and analgesic responses vary and 
thus provided for safe and effective 
OTC adult analgesic dosage ranges for 
aspirin. a:ld sodium salicylatc of 325 to 
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dosage unit concept for certain liquids 
that contain combinations of analgesic 
ingredients and cough/cold ingredients. 
The other comment, noting that the 
advance notice of proposed rulemaking 
did net provide for a nonstandard 
dcsage unit of 227.5 mg (3.5 gr] aspirin, 
requested that 5 5 343.16(a) and ?43.12(a) 
be expanded to in&de this 
nonstandard dcsage unit, which is 
identical to that of the gum base 
product. 

As stated in comment 56 above, the 
agency is not adopting the Fanei’s 
reccmmendation for a standard dosage 
unit of 325 mg for OTC analgesic drug 
products. However, the dosage 
schedu!es of al! OTC internal ana!gesic 
drug products, inc!uding !iquid and gum 
base dosage fcrms. will have to comply 
with the final monograph when it is ’ 
published. (See comments 53 above and 
ss below.) 

55. One comment stated that in 
establishing standard and usual doses 
the agency should not limit 
manufacturers to the exact metric 
equiva!ent of 10 gr, or its approximation, 
656 mg. The comment pointed out that 
because the “United States 
Pharmacopeia” (U.S.P) (Ref. I) 
recognizes 600 mg as the approximate 
me!ric equivalent of 10 gr, products 
containing either GO or 659 mg (or the 
cxuact equivalent of 643 ng) shou!d be 
aliowed to use the term “usual dose-” 

Although the U.S.P recognizes 6G0 mg 
as an approximate equivalent to 10 gr 
(Ref. 2). the agency is not including the 
comment’s suggestion that quantities 
o!her than 65-G mg be equivalent to 10 gr 
because it agrees with the Panel’s 
recommendation that the system of 
weight measurement for OTC internal 
analgesic drug products should be based 
on 1 gr being equivalent to 65 mg (42 FR 
35357.) 

The “usual dose” of OTC analgesic- 
antipyretic drugs is any of the doses that 
conform with the dosages specified in 
this tentative final moncgraph in the 
section on directicns. However, the 
agency is not a!!owing use of the term 
“usual dose” as a descrip!ive term for 
the same reasons that it did not adopt 
the use of the tazms “standard” and 
“nonstandard.” (See comment 53 
above.) 

References 

(1) “United SIR:PS Fh2rnacogeIz XX- 
piaiionat Formulary XV.” United Slates 
Pbarmacopeia! Convenlion. Inc.. Ro:;kvil!e. 
hXI (inside back comer). 19&I. 

(2) “United Slaves Pharmacopeia XX!- 
Y’ational Formulary XVI. United Slates 
I%.~rmacopeial Convention. inc , Rw kvGle. 
s.ti) or side hack cowr). 193:;. 

56. Several comments opposed the 
adoption of the Panel’s recommended 
labeling statement in 5 343.56(e) on 
analgesic equivalence value for calcium 
carbaspirin. choline salicylatc. and 
magnesium salicylate. The comments 
contended that such labeling would 
crowd the required information on the 
label, confclse consumers, and imply that 
one product is more, or less, effective 
than another when in’fact a!! products 
included in the monograph are safe and 
effective. Other comments, although not 
opposed to analgesic equivalence 
labeling, stated that such labehng is 
confusing and suggested ah-ernative 
labeling statements. 

The agency agrees with the comments 
that such statements could be 
misleading to consumers. Al! products 
that meet the specifications of the 
monograph are safe and effective. 
Therefore, the agency is not adopting 
the analgesic equivalence value labeling 
statements recommended by the Panel, 
and 0 343.50(e), stateinent on analgesic 
equivalence value, and Q 343.3 [a), (i). 
and [o), definitions of acetaminophen, 
aspirin, and sodium salicylate 
equivalence values, are not being 
included in this tentative final 
monograph. 

57. One comment argued that the 325- 
mg [5 gr) unit dose restriction 
recommended by the Panel was not 
appropriate for analgesic powders. The 
comment contended that analgesic 
powders represent a dosage form in 
which the dosage and dosage unit are 
equivalent. For example, one powder 
envelope usually contains the equivalent 
of two tablets of “standard” aspirin. 
Because the Pane! allowed an initial 
maximum dosage of 1.000 mg and also a 
l,OOO-mg dosage every 6 hours, the 
comment requested that the agency 
permit a dosage of 1,OCXI mg or less in 
one powder envelope, provided the 
Panel’s dosage schedule is followed and 
the total daily dose does not exceed 
4,OCKJ mg. 

As discussed in comment 53 above, 
the agency is proposing not to adopt the 
Panel’s recommendation for a specific 
adult dosage unit strength. Thus, OTC 
analgesic-antipyretic powders may be 
formulated with a 1,666mg dosage unit 
strength per powder envelope. However, 
the dosage schedules of analgesic- 
antipyretic powders must be in 
conformance with the final monograph. 

E. Comrnenis on iLxo.mm~nuW ihegs 
Sdwdvies 

58. One comment urged that the 
Panel’s recommendation in 
3 5 343.10(a)(Z) and 343.12(a)(2) be 
revised by increasing the children’s 
llos~~ge tinIt for aspirin prodlrcts from 80 

mg (1.23 gr) to 81 mg (1.25 gr) and 
revising the children’s dosage schedule . _.. 
accordingly. The comment con!ended 
that the 86mg dosage unit is 1 ‘, 
unavai!ab!e in aspi:.in products and that ,\ 
conversion to an 80-mg dosage unit 
would invalidate all currently available 
stabi!ity data for children’s aspirin 
products. The comment argued that the 
availability of the 81-mg (I?4 gr’) dosage 
unit is recognized in $3 201.314[c) (1) 
and (2) (21 CF’R 201.314(c) (1) and (2)) 
and in the USP (Ref. 1). The comment 
concluded that a dosage schedule based 
on the 81-mg dosage unit is consistent 
with the dosage schedules for aspirin in 
5 5 343.16(a)!l)(i) and 343.12(aj(l)(i) 
because 325 mg is a more accurate 
multiple of 81 mg than of80 mg. 

The agency acknow!edges that there 
has been longstanding acceptance of the 
81-mg (1% gr) children’s dosage unit for 
aspirin and agrees wi!h the comment 
that it should be retained. Children’s 
acetaminophen products are marketed 
in an 80-mg dosage unit strength, but the 
difference between 86mg and 81-mg 
dosage unit strengths is cf no 
therapeutic consequence. Thus, the 
agency believes that the children’s 
dosage unit for aspirin, acetaminophen. 
and sodium salicylate should be either 
86 mg or 81 mg. and the dosage schedule 
for children’s products is being revised 
accordingly. 

In addition, the agency notes that the 
recommended dose of aspirin, 
acetaminophen. and sodium salicylate 

1 

for children 6 to 9 years of age is 325 ing 
(or 320 mg when four SO-mg dosage units 
are used and 324 mg when four 81-mg 
dosage units are used). Because this 
dose (i.e.. 325 mg) is also the minimal 
effective dose for adults, the agency 
sees no reason to exclude it from the 
children’s dosage schedule as the 
minimal effective dose for children over 
9 years cf age. The agency has no data 
to show that a minimal effective dose 
for hildren over 9 years of age pqses a 
danger of therapeutic failure and 
subsequent overdose with resultant 
toxicity, as is the case with younger age 
groups. 

In view of the above discussion. the 
children’s dosage schedule for aspirin, 
acetaminophen, and sodium salicylate 
that is based upon the children’s dosage 
unit of 80 mg or 81 mg is as fo!lows: 

PJwnber of 80- ’ 
Age (years) mg of El-mg I Gcmge (1713) 

, dxage units 

U;lder 2 . . . . . . .._._ _____ Consu!! a i 
doctzr. 

2 tG under 4 . . . . . . . 2 i 
4 !o under 6 _._. _. 3 
6 to under 9 . ..! 4 I 

160 of 162 1 
240 or 243 
320 or 32‘+ 4 
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i Number ol 80- 
Age (years) i ,mg ‘N 81-mg I 

I 
Cosage (ng) r 

do5 age in& 

9 to under 11.. __. I 4 TV 5 
1 t to under 12......’ 4 to E 

i 

i 320 to 405 

1 
320 to 486 

’ thse may be repe.z;?ti every 4 hours while 
symptoms persist, up to five limes a day oi as 
d:rezted by a do&x. 

The children’s dosage schedule for 
aspirin, aceaminophen, and sodium 
salicylate that is based upon the adult 
dcsage unit of 325 mg is as follows: 

cosage (mg) ’ 

Under 2 . .._......._ - .._. 

I 

Consult a 

2 to under 4 ..-..-_.. 
4 io under 6 ._ .___.__ 
6 to under 9 -.._ ._.__ 
9 to under 11 .-..__. 
1 1 to under 12 .__._. 

doctor 
l/2 
314 

1 IO 1 ?C 
1 to l?i 

162.5 
243 8 

325 
325 to 406.3 
325 to 487.5 

I Oose may be repeated every 4 hours while 
symptoms persist, up to five times a day or as 
dlrecced by a doctor. 

In 3 343.50(d):)(1) in the tentative final 
monograph, the agency is converting the 
dosage information in the schedules 
above to directions that provide concise 
instructions for the consumer. The 
agency proposes that adult dosage unit 
strengths exceeding 325 mg. particu!arly 
in solid dosage forms, are not suitable 
for use in children, because of the 
difficulty in dividing such dosage units 
to obtain an accurate children’s dose. 

Children’s dosage units comparable to 
the 89mg and 81-mg units discussed 
above are being proposed for 
carbaspirin ca!cium, choline salicyla te, 
and magnesium salicy!ate in 3 343.59(d) 
(4). (5). and (6) in this tentative final 
monograph. 

Reference 

(I) “United States Pharmacopeia XIX,‘* 
United States Pharmacopeial Ccnven!ion, 
Inc., Rockville, MD, p. 39. 1~5. 

59. Two comments objected to the 
Panel’s recommendation that dosage 
schedules for children should be based 
on age, asserting that they should be 
based on weight instead. The comments 
argued that dosages based on age are 
inaccurate because any group of 
chi!dren of the same age will vary in 
size and weight, and that the dosage 
schedules oi virtually all ether drugs are 

based on weight rather than age. A 
comment also stated that the 
recommended children’s dosages, with 
re!a tively slight differences between 
adjacent age groups. are unduly 
complex and unwarranted. 

The Panel, in reaching its 
recommendation CR a children’s dosage 
s:-htT!ule. co“s;~t” .%. .,,,re3 extensive data and 

information on pediatric dosage safe and effective dosage schedule that 
regimens, including toxicity potential, could be fo!lowed by parents in keating 
dosage calculation based on weight children o\er 2 years of age. The agency 
versus body surface area, and adequacy conctirs with this dosage schedule. 
of product labeling (42 I37 35366). The liowever. the agency emphasizes that if 
agency agrees with the Panel that a the fever persists. the underlying cause 
children’s dosage schedule based on age of the fever should be determined and 
is acceptable because it corre!ates treated by a physician. The warnings in 
closely with dosages calculated on the Q 343.50(c) (Z)(i) and (3) for analgesic- 
basis of surface area, and because the antipyre!ic drug products, limiting use 
average consumer will more readi!y for fever in children to 3 days unless 
unclers!and such a schedule, as people 
usually know the child’s age but do not 

directed by a doctor and advising 

e!ways know the chi!d’s weight. 
phy-sician consultation for persistent or 

In addition, the agency has published 
worsening fever or new symptoms, are 

a notice of intent requesting comments 
guides to parents in the safe and 

concerning pediatric dosing information 
effective use of these prcducts in 
children, as are the directions for use in 

for all OTC drug products. (See the 
Federa! Register of June 20,1988; 53 FR 

8 smio(d). 

23180.) This notice invites public 
61. One comnen? suggested that the 

comment on how pediatric dosing 
children’s dosage schedule be more 

information can best be presented in 
cIear!y displayed and that duplicate 

OTC drug product labe!ing. This notice 
words and phrases be eliminated. 

mentions that comments made in 
Another comment stated that the dosage 

respcnse to several OTC cough-cold 
schedule recommended by the Panel is 

tentative final monographs requested 
confusing and ccmplex because dosage 

that pediatric dosages for cough-cold 
regimc~s are provided for ingredients as 

drdg products provide a greater 
analgesics and as antipyretics. with 

subdivision cf age ranges that more 
dcses listed in exact figures (such as 

close!y approximate weigh t-based 
7.38 gr and 59.68 gr) rather than rounded 

dosages and that are similar to the age 
figures. 

ranges recommended by the Internal 
The children’s dosage schedule is 

Analgesic Panel for OTC internal 
intended to indicate clearly to drug 

analgesic-antipyretic drug products for 
manufacturers the specific dose cf 

children. The notice also di&usses 
particular ingredients for specific age 

requests that the use of weight ranges be 
groups. However, these dosage 

a’rlowed. on an optional basis, in OTC 
schedules are not intended to appear cn 

drug pediatric labeling in addition to age 
the label in the fcrmat they appear in 

range labeling (53 F‘R 23283). The agency 
the monograph. Rather, the label 

has not proposed any regulatory 
directions should use dosage form units 

changes in this notice, but will consider 
(tablets, capsules, measure of liquid) 

all aspects for pediatric dosing 
and should specify, based on the 

information, including the use of weight 
monograph, the quantity of drug in each 

ranges, for a!! OTC drug products in a children’s dosage unit and the dosage 

future Federal Register publication. intervals. 

60. One comment suggested that In addition, information contsined in 

children aged 2 to 3 years be exc!uded the monograph labeling directions may 

from the children’s dosage schedule for be condensed on the label to provide 

OTC aspirin drug products because they p concise dosage instructions for the 

cannot coinmunica te symptoms of consumer. Duplicated words and 

disease, and these symptoms are often phrases may be eliminated. The 

difficult for parents to recognize. The children’s dosage schedules for 8@mg. 

comment suggested that the directions 81-ng. and 325-q dosage units have 

for children aged 2 to 3 years should be been converted to directions that 

“as directed by a physician” because provide concise instructions for the 

illness can deve!op rapidly within this consumer. (See § 343.%)(d)(l).) 

age group. 62. One comment requested that the 
The agency agrees with the Panel’s agency a -110~ a dosage schedule of 15 gr 

reco.mmenda tion that the minimum age (975 mg) aspirin every 4 hours up to four 
for OTC use of analgesic-antipyretic doses (4 g) per day. The comment 
drugs is 2 years. Aspirin is used in provided data to support its vie=v that 
children 2 to 3 years of age primarily to such a dosage regimen does not present 
reduce fever and relieve the aches and a serious threat of toxicity (Ref. 1). The 
pains that often accompany it- comment also main!ained that this 
symptoms that chi!dren can dosage schedule, rather than a 6-hour 

communicate to parents or that parents schedule, would ofier consumers the 
can readi!y recognize. Based upon convenience of undisrupted sleep. 
Pharmacokinetic considerations and A reply comment sta!ed that the 
clinical data. the Panel recommcnc!ed a dosage schedule recommended by the 
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Panel should be followed and that no 
deviations from this schedule should be 
allowed. The reply comment expressed 
concern that the 975-mg dose of aspirin 
might be used beyond the daily 
maximum of four doses and present a 
toxicity problem. 

The agency disagrees with the 
comment’s request for an aspirin dosage 
regimen of 15 gr (975 mg) aspirin every 4 
hours. not to exceed four doses per day. 
The agency concurs wiih the Panel’s 
statement that this dosage regimen 
would not provide any significant 
improvement in analgesic or an:ipyre:ic 
effectiveness (42 FR 35361). 
Furthermore, although the total daily 
dosage of this regimen does not exceed 
Ihe maximum aspirin daily dosage of 4 g 
(60 gr). the agency is concerned that a 
four-hour dosage interval for a 975 mg 
dose may result in consumers ignoring 
the daily maximum limit of four doses 
with continued use possibly leading to 
salicylate toxicity. (See also comment 63 
below.) 

Reference 

(I) Comment No. C00060. Docket No. ?7N- 
0094, Dockets Management Branch. 

63. Two comments objected to the 
Panel’s recommendaticn that following 
an initial dose of 1.000 mg 

-acetaminophen (two dosage units of 500 
mg each), subsequent doses should be 
restricted to 5W mg every 3 hours or 
1.000 mg every 6 hours. Stating that this 
recommendation was based upon the 
dosage recommended for aspirin, the 
comments contended that, given the 
linear pharmacokinetics of 
acetaminophen. it is irrational to base 
acetaminophen’s dosage and frequency 
of administration on the nonlinear 
pharmacokinetics of aspirin. One 
comment urged that the dosage for 
acetaminophen be 1,000 mg every 4 to 6 
hours, not to exceed 4 g in 24 hours. 

The agency is not adopting the 
comment’s recommendation of an 
acetaminophen dosage regimen of 1.000 
mg every 4 hours for the same reason it 
is not adopting the regimen of 975 mg 
aspirin every 4 hours. (See comment 62 
above.) 

The agency believes at this time that 
it is reasonable for acelaminophen and 
aspirin to have the same dosage and 
frequency of administration because, 
based upon the data submitted to the 
Panel, the safe and effective OTC 
dosag ranges for acetaminophen and 
aspirin are the same-325 mg to 650 mg 
every 4 hours, not to exceed 4 g in 24 
hours. Also, aspirin and acetaminophen 
are indicated for the same OTC uses, 
have been extensively promoted as 
comparable OTC analgesics (with 

different side effects), and are widely 
and interchangeably used by consumers. 

The agency concurs with the Panel’s 
recommer,ded acetaminophen dosage 
regimens of 500 mg every 3 hours and 
l.ooO mg every 6 hours because these 
dosages are in accord with the safe and 
effective dosage range for 
acetaminophec. i.e., 325 mg to 650 mg 
every four hours (not to exceed 4 g in 24 
hours). Based on computer simulations 
(Ref. 1). pharnacokinetic parameters 
obtained from the literature (Refs. 2 
through 5), and bioavailability data 
comparing a 650-mg dose with a 1.000- 
mg dose cf acetaminophen (Ref. 6). ihe 
agency has determined that a l,OOO-mg 
dose of acetaminophen every 6 hours 
yields a pharmacokinetic profile 
equivalent to that of a 650-mg dose of 
acetaminophen every 4 hours. A 500-mg 
dose of acetaminophen every 3 hours 
yields a blood level profile that also is 
simi!ar to that of a 650-mg dose of 
acetaminophen every 4 hours. Therefore, 
the agency is proposing a! ternative 
dosage regimens for acetaminophen of 
500 mg every 3 hours and 1,000 mg every 
6 hours as part of the dosage schedule in 
3 343.50(d)(2) of the tentative final 
monograph. As discussed in comment 53 
above, the agency is proposing the 
following dosages for acetaminophen, 
aspirin, and sodium salicylate: 325 to 
650 mg every 4 hours, 325 to 500 mg 
et/cry 3 hours, or 650 to 1,000 mg every 6 
hours. 

References 
(1) OTC Vobme 03BTFM. 
(2) Albert. KS.. A.J. Sedman. and J.G. 

Wagner, “Pharmacokinetics of Orally 
Administered Acetaminophen in Man.” 
/ournal of Pharmacokinetics and 
Biqoharmaceutics. 2:381-393. 1971. 

(3) Cummings A-J.. ELK. Martin. and G-S. 
Park. “Kinetic Considerations Relating to the 
Accrual and Elimination of Drug 
Metabolites.” British joumcf of 

Pharmacc;!o~y and Chemothempy, 29:136-‘ 
149.1967. 

(4) Slattery. J-T., and G. Levy, 
“Acetaminophen Kinatics in Acute!y 
Poisoned Patients,” Ciinical Pharmacology 
and Therapeutics. 25:X%4-195.1979. 

(5) Prescott. L F.. and I\i. Wright. ‘The 
Effects of Hepatic and Renal Damage on 
Paracetamol Metabolism and Excretion 
Foliowing Overdosage: A Pharmacokinetic 
Study.” British /ourrzal of Pharmacology, 
49602-613, 1973. 

(6) Research Division. McNeil Laboratories, 
Inc., “Acetaminophen Plasma Level Profile 
Following Tylenol Acetaminophen Extra 
Strength Capsules and APAP/R.S. 
Acetaminophen Tablets. Metabolic Study No. 
%” Biochemical Research Report No. 139 
(780306). unpublished report. included in OTC 
Volume 03UTFM. 

~4. One comment requested that the 
Par?el’s recommended monograph be 

revised to state that 377 mg magnesium 
salicylate is equivalent to 325 mg 
sodium salicylate rather than the 325-mg 
quantity of magr?csium salicylate 
specified by the Panel (42 FR 35420). The 
comment explained that commercial 
sodium salicylate is substantially 
anhydrous (Refs. 1 and 2). but that 
magnesium salicylaie is commercially 
available as the tetrahydrate, which 
contains the equiva!ent of about 74.5 
percent salicylic acid. Assuming that the 
saiicylic acid content is the active 
moiety of analgesic salicylates and 
because sodium salicylate contains 86.3 
percent salicylic acid: the comment 
calculated that about 1.16 times more 
magnesium salicylate tetrahydrate. or 
377 mg (325 mg x 1.16), is needed to be 
equivalent to 325 mg sodium salicylate. 

The comment also pointed out that the 
Panel’s recommended monograph does 
not state the molecular composition of 
magnesium salicyla te and requested 
that it be clarified to state that 377 mg 
magnesium salicylate tetrahydrate is 
equivalent to 325 mg sodium salicylate. 
The comment concluded that, as stated 
in the Panel’s monograph, one could 
assume that the differeke in the 
salicylic acid content between 325-mg 
doses of magnesium salicylate and 
sodium salicylate could affect the 
therapeutic response, especially in a 
multidose regimen. 

1 

The agency agrees that 377 mg 
magnesium salicylate te tra hydra te is 
equivalent to 325 mg sodium salicylate. 
The Panel’s recommendation of 325 to 
650 mg magnesium salicykte every 4 
hours for analgesic effect was based on 
data submitted on a product containing 
325 mg of the tetrahydrate form of 
magnesium salicylate (Ref. 3). However, 
for adult dosage schedules for aspirin. 
acetaminophen, and sodium salicylate, 
the @nel recommended a minimum 
effective dosage of 325 mg for each of 
these ingredients (42 FR 35358). with 
which the agency concurs. Based upon a 
minimum effective dosage of 325 mg 
sodium salicylate, the minimum 
effective dosage of magnesium 
salicylate tetrahydrate that would 
contain an equivalent amount of 
salicylic acid is 377 mg. Therefore, the 
maximum dosage for magr?esium 
salicylate should be 754 mg instead of 
650 mg, and the dosages for magnesium 
salicylate are being revised accordingly 
in this tentative final monograph, which 
now also specifies that the dosages are 
based on the tetrahydrate form of 
magnesium salicylate (0 343.50(d)(6)). 
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F. Comments on Combination Drug 
Products and hactive Ingredients 

65. One comment objected to the 
Panel’s recommendation in (i 343.20 for 
combining 325 mg each of aspirin and 
acetaminophen in a single dosage unit 
for OTC use. The comment contended 
that because of the complex 
pharmacokinetics of aspirin, any 
combination of aspirin and 
acetaminophen should be subject to the 
requirements of a new drug application 
(NDA). Referring to a study by Cotty et 
al. (Ref. I). the comment stated that 
using acetaminophen and aspirin 
together results in higher blood levels of 
aspirin than when the same quantity of 
aspirin is administered alone. 

Other comments supported the 
recommended provisicn for combining 
aspirin and acetaminophen. These 
comments stated that such a 
combination should not be precluded 
and rr.ay be useful by sparing the side 
effects of each ingredient. One comment 
also referred to the study by Catty et a!. 
(Ref. I) and argued that concomitant use 
of aspirin and acetaminophen resuIted 
in higher blood levels of unhydrolyzed 
aspirin. and not total salicylate. and that 
except for “very specific side effects” 
this should not be associated with an 
increase in overall tosicity. 

The study by Cotty et al. (Ref. I) 
indicates that acc!aminophen 
administered with aspirin appeared to 
increase blood concentrations of 
unhydrolyzed aspirin. These 
investigators expected no increase in 
toxicity because the toxicities of 
salicylic acid and aspirin are similar. 
They concluded that the increase in 
aspirin b!ood concentration and 
duration would be expec!ed “to produce 
a net increase in pharmaccIogic activity 
over the sum of the activities of the 
individual drugs adminis!ered alone” 
because aspirin is a more potent 
analgesic than sallcylic acid. 2-10~uvever. 
this conciusion is not supported by the 
results of a study by V<al!enstein (Ref. 
2). This study demonstrated that a 
subtherapeutic combination of 2~ o mg 
aspirin and 150 mg acetamincphen (a 
360-mg total) IVas essentia!ly equivalent 
in analgesic effect to 360 mg of either 
ingredient alone and that 420 mg aspirin 
combined viith 300 mg acetaminopben 
\YijS essentially equivalent in ana!gesic 

effect to 720 mg of either ingredient 
alone. 

After evaluating the studies discussed 
above, the agency concludes that the 
combination containing 325 mg each of 
aspirin and acetaminophen does not 
increase the overall toxicity of either 
ingredient in adults. (For a discussicn of 
the use of OTC internal analgesic- 
antipyretic combination drug products in 
children, see comment 66 below.) The 
data provided do not support the 
ccmment’s contention that because of 
the “complex pharmacokinetics of 
aspirin.” combinations of aspirin and 
acetaminophen should be subject to the 
requirements of an NDA. Therefore the 
Panel’s provision for a combination 
containing a 325-mg minima! effec!ive 
dose each of aspirin and acetaminophen 
is being proposed in this monograph. 
Wowever, unlike the Panel’s 
recommendation in 8 34320(a) (1) and 
(z), the tentative final monograph does 
not require that 325 mg of each 
ingredient be contained in a single 
dosage unit. (See comment 72 below.) 

References 
(I) Catty, V.O.F.. et al.. “Augmentation of 

Human Slood Acetylsalic+te 
Concentrations by the Simultanecus 
Administration cf AcetaminoFhen with 
Aspirin.” Toxicology and Applied 
Ph~Imcco!ogp. 41:7-X3.1977. 

(2; Wallenstein. S.L, “Analgesic Studies of 
Aspirin in Cancer Patients,” Proceedings of 
!he -4sp;-!;n Symposium. The Aspirin 
Fcuadaiion, London. pp. 5-10.1975. 

66. Two comments urged thai dosage 
schedules for children under 12 years of 
age be provided in $ 343.20 (b) and (c) 
for the permitted OTC internal ana!gesic 
combination drug products 
recommended by the Pane! in 
9 343.26(a). The comments asserted that 
the Panels recommendations 
unnecessarily restrict product use by 
specifying only adult dosages for 
analgesic or antipyretic combinations 

.v 

and that this position contradicts other 
sections of the recommended 
monograph in which children’s dosages 
are specified by age groups for single 
ingredient products, e.g.. 8 343.10(a) 
(l)(i) and (2). 

The Agency is concerned about the 
risks that may be associated with the 
use of analgesic-antipyretic 
combinations in children. For example. 
Bickers and Roberts observed a case of 
intoxication in a 5%-year-oid child after 
a combined regimen of 366 mg aspirin 
and 300 mg acetaminophen. alternating 
every 2 hours for fever (Ref. 1). [Each 
drug was given individually every 4 
boars.) The authors pointed out that. 
although many of the findings in the 
patient were characteristic of “simple” 

poisoning with either drug alone, this 
particular case presented difficulties in 
diagnosis. prognosis. and treat,rrent 
strategy. 

Although this patient’s medication 
history involved more than the 
combined regimen cf aspirin and 
acetaminophen. the agency shares the 
authors’ concerns about intoxication 
from a combined regimen of aspirin and 
acetaminophen in children and notes 
their contention that the basis for 
prescribing such a regimen is whol!y 
inadequate. In addition, the only 
combinations provided for in this 
tentative final monograph contain 
acetaminophen with aspirin or other 
salicylates. Because the agency is not 
aware cf any data supporting the safe 
use of such analgesic combinations in 
children or any such combinations 
marketed for children, combinations of 
analgesic-antipyretic ingredients in 
5 343.26(a) are not being proposed for 
use by children under 12 years of age in 
the tentative final monograph. 

Internal analgesic combinations 
containing nonanalgesic ingredients in 
9 343.2C(b) in this tentative final 
monograph and the pediatric (or 
children’s) dosages of such products Gl! 
halve .to comply with the children’s 
analgesic dosages included in the final 
monograph for OTC internal analgesic 
drug products. (See comment 67 below 
for fur!her discussion of combination 
dplg products containing analgesic and 
cough/cold ingredients.) 

Reference 
(1) Bickers. R.G.. end R.J. Roberts. 

“Combined Aspirin/ Ace!aminophen 
tntoxicztion.” jourJlalo/ Ped;airks. %:lf~Il- 
1CMxi. 1979. 

67, One comment objected to the 
Panel’s recommendation that 
combination products be labeled to 
reflect all of the approved 
pharmacological activities of the active 
ingredients (42 FR 35370). The comment 
maintained that such labeling on a 
combination product containing active 
ingredients intended to relieve different 
symptoms, such as those of the common 
cold. would be confusing and misleading 
to consumers because they might think 
the product should be used only when 
a!! the symptoms are present. The 
comment sta!ed that a combination 
product containing an analgesic- 
antipyretic ingredient should not be 
avoided because a single symptom of 
on!y pain or fever is present ra!her than 
both sympioms. The comment 
recommended that the phrase in 
5 313.20(d)(1), (2). (3). and ($1 that states 
.a. a d the product is !abe!ed for the 
concurrent symptoms invoi-.*ed. * * **’ 
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be replaced by the following statement: 
“The product must be labeled to reflect 
all of the proven pharmacological 
activities of the active ingredient(s) 
consistent with the recommended use of 
the product.” 

The agency agrees that a combination 
product containing an analgesic- 
antipyretic ingredient should not be 
avoided just because an individual has a 
single symptom of pain or fever, rather 
than both symptoms. As discussed in 
comment 16 above, the indications 
statement for analgesic-antipyretic 
ingredients in § 343.50(a)(l] is being 
revised to allow manufacturers 
flexibility in stating the uses for these 
ingredients. 

The agency recognizes that 
combination products may be intended 
for use by a specific target population, 
such as consumers who are suffering 
from the common cold with minor pain 
or fever. The agency believes that the 
labeling for such combinations should 
reflect the principal intended use(s) cf 
the product (e.g.. pain reliever-fever 
reducer and nasal decongestant). Such 
labeling should be consistent with the 
approved indications for the active 
ingredients. but would not be required to 
contain all of the indications. 

The agency believes that labeling 
specific to analgesic/coug!l-cold 
combinations need oniy appear in one 
monograph, which should be the one 
most pertinent to the intended target 
population of the combination product. 
Therefore, the agency has determined 
that the labeling for ana!gesic/cough- 
cold combination. prodticts should be 
included in the combinations segment of 
the cough-cold tentative final 
monograph, which was published in the 
Federal Register of August 12, 1988 (53 
FR 30522). According!y. the Panel’s 
specific recommendations in 
5 343.2i3(d)(l), (2). (3). and (4) of its 
monograph are not being addressed in 
this tentative final monograph. 
However, the agency has included a 
statement in the co;nbir?ations section 
(5 343.W(b)) of this tentative final 
monograph stating basical!y what the 
comment reques!ed. i.e., that the 
labeling of the product sia:es the 
indications for each ingrediec! in the’ 
combination. as established in the 
indications section of the applicable 
OTC drug monographs. Further. the 
agency has stated in § 343.60(b)(3) that 
for analgesic-antipyretic/cough-cold 
combinations, the indications stated in 
Ihe cough-cold monograph shoii!d b2 
used. 

GS. One comment objrctcd to the word 
“~sxntial” in the fo!lo\\ing statemen: in 
I!:e Panel’s report (42 FR 35370): 

L.? . l 

only those ingredients essen!ial to the 
product.” The comment argued tha! the 
word “essential” is too res!rictive for 
OTC drug products. The comment 
maintained that some consumers might 
consider inactive ingredients 
nonessential, but other consumers 
consider these ingredien!s, such as a 
color or a flavor, essential to their 
acceptance of the product and their 
compliance with the directions for use. 
The comment recommended that 
excipients tha! c&tribute to patient 
acceptance of a product be permitted. 
a!ong with those excipients necessary to 
prepare the final dosage form and 
provide stability and availability. 

The phrase regarding essential 
ingredients was actually part of a 
recommendation by the Cough-Cold 
Panel, with which the Internal Analgesic 
Panel concurred (43 FR 35370). The 
Internal Analgesic Panel stated that it 
was aware of the inclusion of inactive 
ingredients in marketed drug products 
as “fillers, coatings, colorants, vehicles, 
aromatics. binders, sweeteners, 
flavoring agents, etc.” and that “Such 
inactive ingredien!s are acceptable for 
marketing purposes provided they are 
pharmacologically inert and do not 
adversely affect the bioavailability of 
the active ingredients l * *.” (See 43 FR 
35370.) 

The OTC drug review is an active, not 
an inactive. ingredient review. The OTC 
pan&is occasionatly made 
recommendations with respect to 
inactive ingredients; however, these 
recommendations were made for public 
awareness and comment and were not 
intended to be included in the OTC drug 
monographs. Although not included in 
OTC drvg monographs, inactive 
ingredients must meet the requirements 
of 5 33&l(e) that they be ingredients that 
are safs and do not interfere with the 
effectiveness of the product or with tests 
to be performed on the product. 

69. One comment stated that 
5 8 343.10(a)(2) and 343.12(a)(2) of the 
Panel’s recommended monograph are 
inconsistent with Q 341.20(e) of the 
Cough-Cold Panel’s recommerided 
monograph. The comment requested 
thr-?t 6 311.20(e) be revised to allow 
children’s dosages for cornbina lion 
products containing 
phenylpropanolamine, a nasal 
decongestant. and analgesic-antipyretic 
ac!ive ingredients. The ccmment 
suggested e revision in the 
phenylpropanolamine dosage to be 
consistent with the childrer?‘s dosage Gf 

analgesic-antipyre!ic active ingredients. 
This ccm;nent was submitted to both 

the OTC internal ana!gesic and the OTC 
rough-co!d rulemakings. Adjustment of 
I hc: dosago of phenylpropanolamine wi!l 

be addressed in a future issue of the . aI 
Federal Register in an amendment to the ‘ : 

--+! 
j 

nasal decongestant portion of the cough- 1 , 
cold tentative final monograph. The 

1 

comment was also addressed in the 
cough-cold combination drug products 
tentative final monograph (see conmtent 
60 at 53 FR 30550). 

70. Citing sections 201(p). 502(f), and 
505(b) of the act (21 U.S.C. 321(p), 352(f), 
and 355(b)), one comment contended 
that the safety and effectiveness of a 
combination drug product as a whole 
should be the criteria by which it is 
judged, rather than the safety and 
effectiveness of its individua1 active 
ingredients. The comment stated that 
clinical testing of the contribution of 
each ingredient in a combination clrug 
product would cause unnecessary 
expense for the manufacturer of the 
product. The comment suggested an 
alternative combination policy that 
would allow any number of ingredients 
to be included in a combination drug 
product in any quantity up to their 
maximum OTC dosage level as single 
ingredients, provided that the 
ingredients would not add a significant 
risk of harm from use cr neutralize the 
effectiveness of other ingredients in the 
product. Based upon this suggestion, the 
comment requested Category I status for 
a combination drug product containing 
aspirin, acetsminophen, salicylamide, 
and caffeine, noting that the Panel 
classified as Category III both 
salicylamide and caffeine as analgesic 
adjutants (42 FR 35483 and 35486). 

1 

The OTC drug review regulation for 
OTC combination drug products in 
Q 330.10(a)(4)(iv) (21 CFR 
33%1O(a)(4)(iv)), which implements 
provisions of the act, states that: 

An OTC drug may combine two or more 
safe and effective active ingredients and may 
he generally recognized as safe and effective 
when each active ingredient makes a 
cont?ibution to the claimed effect(s); when 
combirktg of the active ingredients does not 
decrease the safety or effectiveness of any Of 

the individual active ingredients: and when 
the combination. when used under adequate 
directions for use and warnings against 
unsafe use. provides rational concurrent 
therapy for a significant proportion of the 
tarpet population. 

The requirements for OTC 
combination drug products have been 
further delineated in the agency’s 
“General Guidelines for OTC Crug 
Combination Products” (Ref. 1). Item 4 
under these guidelines states: 

An ingredient claimed to be a 
phar;naaological adjuvant (i.e.. to enhance or 
ctherwist- alter the effect of another active 
ingredicc:) wi!i be considered an active 
inzreciicni. Sxh an ingredient nay be 
included in additior? to one or more principal 
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active ingredients only if it meets the 
combination policy in a!1 respects. 

Ilem 5 under the OTC combina lion 
dreg product guidelines states: 

In some cases an ingredient may be 
appropriate for use only in a specific 
combir?ation or data may be available only to 
support the use of the ingredient in 
combination but not as a single ingredient. In 
such cases the ingredient will be placed in 
Category I for use only ir: permissible 
combinations and not as a single ingredient. 

Both salicylamide and caffeine are 
being classified as Category III 
ingredients in this tentative final 
monograph (see comments 91 and 93 
below). However, if data were 
submitted to show that either or both’of 
these ingredients contributed to the 
c!aimed effect of the combination, the 
ingredient(s) could be included in the 
co,mbina!ion in accordance with the 
guidelines. 

Reference 
(I) Food and Drug Administration, 

“Ccneral Cuide!ines for OTC Drug 
Combination Products.” September 1978. 
Docket No. 78D-0322. Dockets Management 
Branch. 

71. One cornr~nt argued that a!though 
the Panel placed aspirin, 
acetarninophzn, md several other 
Gnalgesics in Category I. noxe cf the 
combinations tha! are commonly used 
for headache has been classified as 
Category I. The comment urged that 
sxh combinations be kept on the OTC 
market because they have been 
commonly used and have met individual 
needs where single-ingredient products 
did not. (The comment did not name any 
specific products.) 

Because the comment did not name 
any specific combination drug products 
cr provide data on them, the agency is 
unable to consider the comment’s 
arguments at this time. AS previously 
mentioned. the regulations for OTC 
combination drug products have been 
supplemented by “General Guidelines 
for OTC Drug Combination Products” 
(see comment 70 above). The status of 
OTC analgesic combinations will be 
determined according to the regulations 
and these supplementary guidelines. 

72. Several comments disagreed with 
the Panel’s recommenda!ions in 
5 § 343.20 (al. (b), and (c) that wou!d 
permit combinations of two Category I 
interna! analgesic-antipyrctic 
ingredients on!y at the dosage limits 
specified and in a single large dosage 
unit. One comment contended that each 
analgesic ingredient in a combination 
&ould be permitted in lower than 
effective doses when such a 
ccmbination can achieve a therapec!ic 
effect similar to the higher qunntlty of a 

singIe ingredient. Other comments 
objected to combining the ingredients 
into a single large dosage unit. These 
comments requested that 
pharmaceutical manufacturers be 
allowed to divide the dosage between 
two smaller d&age units. with labe!iag 
directing consumers :o take two dosage 
units per dose. The comments contended 
that one large dosage unit would be 
difficult to swaliow and may lead to 
overdosage by consumers who are used 
to taking two tablets per dose. The 
comments also argued that such a 
requirement would burden 
pharmaceutical manufacturers and 
consumers with increased costs 
associated with retooling machinery 
used to make the larger dosage unit, 
redesigning packaging, etc. 

The Panel recommended that only 
combinations containing the minimal 
effective adult dose of each analgesic- 
antipyre tic ingredient be permitted. in 
the absence of data demonstrating that 
amounts less than the minimum 
effective dose contribute to 
effectiveness, the agency concurs with 
this recommendation as it applies to 
dosage level. However, the agency does 
not believe it is necessary to place 
specific restrictions on the amounts of 
active ingredients to be contained in a 
sing!e dosage unit, provided the 
product’s recommended dosage meefs 
monograph conditions. The agency 
agrees with the comment that 
pharmaceutical manufacturers should be 
allowed to divide the dose of a 
combination product into more than one 
dosage unit with compensating 
directions for use. For example, the 
dosage for a !ab!et containing 162.5 mg 
of aspirin and 162.5 mg of 
acetaminophen would be two tablets per 
dose, thus meeting the minimum 
effective dosage requirements for each 
ingredient. Thus, the Pane!‘s 
recommendation for a single dosage unir 
to con!ain the minimal effective dosage 
of each analgesic ingredient in 
3 343.20(a) is not being included in the 
tsnta tive final monograph. 

In addition, the agency has expanded. 
the allowable combinations 
recommended by the Panel by proposing 
in 5 343.20(a) to permit a range of 
acceptable amounts of active 
ingredients beyond the minimum 
effective dose to be contained in 
combination products. Dased on the 
quantities of active ingredients in the 
products. the dosage schedules for 
analgesic-antipyretic combinations must 
comply with the dosages provided in 
Q X3.60(d)(l) (i) or (ii) under ihe 
directiorx for use. (See also comment 65 
above.) 

With regard to the combinations of 
analgesic-antipyretic ingredients, the 
Panel based its recommendations on the 
review of single Category I ingredients 
as well as on data submitted on 

combination products. After the Panel’s 
report was published in July 1977, the 
agency published “General Guideline 
for for OTC Drug Combination 
Products” (Ref. I). The guidelines 
include a description of the criteria for 
the combination of Category I active 
ingredients from the same therapeutic 
category having the same or different 
mechanisms of action. 

The agency believes that the Panel’s 
recommendations for Category I 
classification of combining 
acetaminophen with aspirin or other 
Category I salicylates is in accordance 
with Item 2 of the OTC combination 
drug product guidelines, which states: 

Category I active ingredients from the same 
therapeutic category that have different 
mechanisms of action may be combined to 
treat the same symptoms or condition if the 
combination meets the OTC combination 
policy in all respects and the combination is 
on a benefit-risk basis, equal to or better than 
each of the active ingredients used alone at 
its therapeutic dose. Such combinations may 
utilize each active ingredient in full 
therapeutic dosage cr sub-therapeutic dosage. 
as appropriate. 

Thkrefore. the agency Proposes to 
include combina&ions of acetaminophen 
with aspirin or other Category I 
salicylates in this monograph under 
3 343.20(a). 

With regard to the Panel’s 
recommendations of combining aspirin 
and other Category I- salicylates with 
each other, the agency finds no data 
referred to in the Panel’s report to 
support such combinations and further 
finds that such combin.ations are not in 
accordance with the guidelines as 
described in Item 3. which states: 

Categov i active ingredient from the same 
therapeutic category that have the same 
mechanism of action should not ordinarily be 
combined unless there is some advantage 
over the single ingredients in terms of 
enhanced effectiveness. safety. patient 
acceptance. or quality of formulaticn. They 
may be combined in selected circumstances 
to treat the same symptoms or conditions if 
the combina!ion meets the OTC combination 
policy in alI respects, the combination offers 
some advantage over the active ingredients 
used a!or.e, and the combination is. on the 
benefit-risk basis, equal to or be!!er tEian 
each of the active ingredients used alone at 
this therapeutic dose. 

In addition, following publication of 
the Fanel’s report the agency has 
received no data or infcrmation on such 
combinations, nor is aware cf any such 
OTC drug products on the market. 
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Therefore, the agency is proposing not to 
include anaigesic-actipyretic 
combinations that contain oniy 
salicyfates in this monograph. The 
agency ir.vi!es comment on this position. 

Relererxe 

(1) Food and Drug Ad,mInistratior,. 
“General Guidelines for OTC Drug 
Combination Products.” September 1978. 
Docket No. 78D-0322. Dockets Management 
Branch. 

73. One comment noted that the 
Fanel’s recommendation in 5 343.20 does 
not provide for combinations of 
analgesic-antipyretic ingredients with 
both nasal decongestants and 
antihistamines, although provision was 
made for combination drug products 
containing an analgesic-antipyretic 
ingredient with either a nasal 
decor?gestant or an antihistamine. The 
comment asserted that information 
regarding a combination drug product 
containing analgesic-antipyretic 
ingredier.ts, a nasal decongestant, and 
an antihistamine was submitted to the 
Pane! and that such a product is 
consistent wi!h the Category I 
combination drug products allowed in 
rj 341.40(c) of the advance notice of 
proposed rulemaking on OTC cough- 
cold drug products. The comment 
requested that such a combination be 
incorporated into $ 343.20 of the 
recommended OTC internal analgesic 
monograph. 

’ The agency has determined that the 
categorization of combinations 
containing antihistamine and nasal 
decongestant ingredients properly falls 
within the scope of the OTC cough-cold 
drug product rulemaking. As mentioned 
in comment 67 above, the agency 
addressed combination drug products 
containing antihistamine, nasal 
decongestant, and analgesic-antipyretic 
active ingredients in the tentative final 
monograph for cough-cold combination 
drug products. (See comment 47 at 53 FR 
30540.) 

74. One comment opposed the 3-hour 
to 6-hour dosage interval recommended 
by the Pane! for acetaminophen in 
0 343.10(b)(3) because it is incompatible 
with the 4-hour dosage interval for nasal 
decongestants and precludes the 
manufacture of a combination drug 
product containing acetaminophen and 
a nasa! decongestant. The comment a!so 
argued that a 3-hour or a 6-hotir dosage 
interval would be “foreign” to the habits 
of consumers, physicians, and 
pharmacists and would undesirably 
affect patient compliance. 

The tentative final monograph on 
0-K internal analgesic drug products 
contains dosage schedules of 
ar:ctaminophen based on 4-flour as well 

as 3-ho:~r and 6-hour intervals. Thus, 
dosage schedules for this ingredient that 
are compatible with those specified for 
Category I oral nasal decongesfants can 
be achieved. The agency does not 
be!ieve tha.t a dosage interval of every 6 
hours would be foreign to the habits of 
consumers or wouid have an 
undesirable effect on patient compliance 
because many drugs are taken at 6-hour 
intervals. 

G. Com~en:s on Definitions. 

75. One comment proposed that the 
following definition be included in 
fj 343.3: “Powdered aspirin analgesic. A 
powdered form of aspirin packaged in 
individual unit doses.” 

The agency notes that the definitions 
recommended by the Pane! in 5 343.3 are 
genera! in nature and applicable to a!! 
dosage forms, and thus there would 
have been no reason for the Pane! to 
include a definition of powdered aspirin. 
The agency sees no need to include this 
definition, and, in order to conform with 
format and style of recently published 
monographs, the definition section is 
being revised in the tentative final 
monograph to contain on!y one 
definition: analgesic-antipyretic drug. 

76. One comment requested that the 
definition of highly buffered aspirin for 
solution in recommended 5 343.3(k) be 
amendeti from “* ’ l contains at least 
20 mEq of acid neutralizing capacity per 
325 mg of aspirin and results in a pH of 
3.5 or greater at the leve! of the initial 10 
minute period as measured by the 
method established in Q 331.25 of this 
chapter * l l .” to “* l l provides at 
least 15 mEq of acid neutralizing 
capacity as measured by the method 
established in 5 331.26 of this 
chapter ’ l l .” The comment also 
requesteci that recommended 
5 34320(d)(6). which refers to the 
combination of aspirin with an antacid, 
be revised accordingly. The comment 
presented data to show that a currently 
marketed highly buffered aspirin for 
solution product has less than 20 mEq of 
scid-neutralizing capacity per 325 mg 
aspirin and cited a submission to the 
Pane! showing that the acid-neutralizing 
capacity of this product is 16.5 mEq 
when tested by the method in $ 331.26 
(Ref. 1). 

After reviewing the submission to the 
Pane! and testing the marketed product 
mentioned by the comment, the agency 
agrees that the product has less than 20 
mEq of acid-neutralizing capacity pe: 
325 mg aspirin. The agency points out 
that an average of s mEq is the minimal 
acid-neutralizing capacity required for 
an antacid to combine with the residual 
gastric acid and to maintain an elevated 
pif for 15 minutes in a normal subject. 

(See the advance notice of proposed 
rulemaking on OTC antacid drug 
products published in the Federal 
Register of Apri! 5, 1973 (38 FR 6717j ) 
Thus. a finished product must have an 
acid-neutralizing capacity of at least 5 
mEq (3 331.10) (21 Cl% 331.10) to be 
labeled as en antacid. Highly buffered 
aspirin for solution exceeds this 
requirement. However, this is only one 
example of currently marketed drug 
products that contain aspirin with 
antacid ingredients (identified in 
4 331.11) in sufficient concentration to 
provide at least 5 mEq of acid- 
neutralizing capacity, thereby providing 
antacid activity in addition to analgesic 
aciivity. 

The agency is not including the 
Pane!‘s definition in 0 343.3(k) because 
this informa!ion is contained in 
5 343.2C(b)(3j of this tentative final 
monograph and is being revised to 
include a!! products containing aspirin 
with antacids that are generally 
recognized as safe and effective (i.e., 
those products providing at least 5 mEq 
of acid-neutralizing capacity) instead of 
highly buffered aspirin for solution only: 
“Aspirin identified in 0 343.10(b)(l) may 
be combined with any antacid 
ingredient identified in 0 331.11 or any 
combination of an!acids permitted in 
accordance with 0 331.10(a) provided 
that the finished product meets the 
requirements of fi 331.10, is marketed in 
a form intended for ingestion as a 
solution. and bears labeiing indications 
in accordance with S 343.60(b)(4).” 
Elsewhere in this issue of the Federal 
Register the agency is proposing to 
amend 5 331.15 of the fina! monograph 
on OTC antacid drug products so that 
the combinations of antacids with 
nonantacid active ingredients listed 
therein will be consistent with the 
combinations being proposed in this 
tentative final monograph. (See also 
comment 47 above.) 

The comment gave no reason fur 
excluding the antacid test in Q 331.25. 
This test should precede the test to 
determine the acid-neutralizing capacity 
of a product as specified in Q 331.26. 
Both tests are required under 0 331~10 
for antacid products and have been 
retained here for aspirin with antacid 
products. 

Reference 
(1) OTC Volurre 030104. 
77. One comment recommended deleting 

the pH requirement from !he definition of 
buffered aspirin in 5 343.3(j), i.e.. 
. . . * t results in a pH of 3.5 or greater at the 
level of the initial lo-minute period as 
measured by the method established in 
5 331.25 of this chapter l * ‘.” The cornmen! 
argued that the requirement is unnccessaril3 
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restrictive because it is not crucial to the 
definition. Another cornmerit slated it is 
unclear whether the 1.9 mEq in the definition 
is meant to be measured or calculated. ar.d 
lvhether it refers to 1.9 mEq of antacid 
ingredien!s per 325 KIT aspirin or lo 1.9 mEq 
of acid-ner?tralizing capacity abeve what is 
needed to net-llralize the aspirin. This 
comment also stated that the pH requirement 
is an sntscid requirement and is 
inappropriate for a buffered aspirin product 
because buffered zq3:in products currently 
on the market theoretically do not contain 
sufficient antacid lo raise the pH of IO rrL of 
OS Normal hydrochloric acid to 3.5. 

The comment caggested a revised 
definition of buffered aspirin !o r-place 
the one recommended in Q 343.3(j) and 
gave details for a testing procedure to 
replace the one in the Panel’s report at 
42 FR 35&?8, which is the same as the 
procedure specified in J1 331.26. The 
comment stated that the test it suggested 
wculd eliminate poorly formulated or 
tmstable products that contain an 
ineffective or partialiy reactive antacid. 

The agency is proposing only one 
definition in the tentative final 
monograph: Analgesic-antipyretic drug. 
Therefore tie comment’s request will 
not be discussed in the context of the 
monograph definitions. However. 
9 343.10(b)(Z) of this tentative final 
moxiograph contains the same 
information as th2 Panel’s definition and 
specifies for buffered aspirin that 

1 
se* t * the finished product contains at 

I least 1.9 millequivalents of acid- 
neutralizing capacity per 325 mg 
aspirin * * *.” Because the finished 
product is to be tested, there mest be 
sufficient antacid ingredients added to 
the product so that the finished product 
provides the specified acid-neutralizing 
capacity. 

As to whether the acid-neutralizing 
capacity should be measured or 
calculated, it is apparent the Panel 
intended the acid-neutralizing capacity 
to be measured, i.e., experimentally 
determined, because it specified a test 
for measuring acid-neutralizing capacity 
(42 FR 35487 and 35488). Because the 
method of manufacture or other factors 
may affect the acid-neutralizing 
capacity. the theoretical acid- 
neutralizing capacity of a buffered 
aspirin product may be different from 
the experimentally determined capacity. 
Therefore, the acid-neutralizing capacity 
is to be experimentally determined 
(measured). 

The requirements for initial pH 
determination in 5 331.25 were devised 
for antacids, and not all buffered aspirin 
products cor.lain sufficient quantities of 
antacid ingredients so that the finished 

1 product p rovides antacid activity. 
Consequei!tly, bgficred aspirin products 

should not be required to meet all of the 
standards of the antacid monograph. 

To determine the acid-neutralizing 
capacity of the product, however, the 
procedure established in 8 331.26 must 
be fo!loM-ed. The agency points out that 
data submitted to the Fane! show that a 
well-formu!a ted buffered aspirin product 
provides 1.9 mEq of acid-neutralizing 
capacity when measured by the method 
established in 5 331.26 (Refs. 1 and 2). 
After testing buffered aspirin products 
according to f 331.25 and the comment’s 
method, the agency has determined that 
the products provide 1.9 mEq cf acid- 
neutralizing capacity when measured by 
either method. However, the method in 
8 331.26 is more discriminating. The 
agency concludes that the comments 
have not presented sufficient reasons for 
replacing the established procedure in 
3 331.26 with the suggested procedure. 
Accordingly, the agency will retain the 
procedure in 5 331.26. 

Based upon the above discussion and 
for clarity, the Panel’s recommer,ded 
5 343.20(d)(7) (redesignated 
4 343.10(b)(2) in this tentative final 
monograph) is being revised as follcws: 
“Buffered aspirin. Aspirin identified in 
paragraph (b)(l) of this section may be 
buffered with any antacid ingredient(s) 
identified in $ 331.11 provided that the 
finished product contains at least 1.9 
millequivalents of acid-neutralizing 
capacity per 325 milligrams of aspirin in 
accordance with 5 331.26.” 

Refe-reuces 

and administration to hospital patients 
who are unable to use oral dosage forms 
of asDirin have shown that they are 

(1) OTC Volume 030136. 
(2) OTC Volume 030137. 

H. Comments on Effects of Product 
Formulations on Drug Absorption and 
Pharmacologic Eflectiveness 

78. One comment argued that OTC 
aspirin rectal suppositories should be 
classified as Category I. The comment 
maintained that their long history of use 

suppositories in Caiegory III, concluding 
that additional bioavai!ability data and- 
evidence concerning possible rectal 
irritation are needed for each 
suppository formulation. 

The agency specifically invites 
comment and submission of data on 
OTC analgesic rectal suppositories, 
particu!arly data on bioavailabili!y and 
possible rectal irritation, in accordance 
wiih the discussion cn testing guidelines 
in part II. paragraph A-2. below and with 
the feedback procedures published in 
the Federal Register of September 20, 
1981 (45 FX 47740). In the absence of 
such data at this time. the agency is 
proposing that OTC analgesic rectal 
suppositories remain in Categoiy II!. 

79. One comment stated that a certain 
timed-release zspirin product with an 
approved NDA dating from 1965 should 
not be included in an OTC drug 
monograph, but shocld be maintained as 
a new drug subject to an approved NDA. 

The agency agrees with the comment. 
The particular product in question 
contains 650 mg aspirin in a timed- 
release dosage unit, a safe amount for a 
single dose. However, the recommended 
dose of the product is two tablets, 
followed by one to two tablets every 8 
hours. A Z-tablet dose (1.300 mg) 
represents a quan!ity of active 
ingredient which, if released from the 
tab!ets at one time, is not generally 
recognized as safe for a single dose in 
OTC drug products. (The safe maximum 
single OTC doses for aspirin. as 
discussed in comment 53 above, are 650 
mg every 4 hours or 1,090 mg every 6 
hours.) 

4* showing that the total dose of the active 
ingredient is released at a safe rate- 
that is, not too quickly or too slowly. 

I- Comments on Aspirin 

The agency concludes that this tkmed- 
release aspirin product is a new drug 
under 0 200.31 (21 CFR 200.31). and ~31 
remain the subject of an approved NDA 
and not be included in the monograph. 
Each NDA must contain, among other 
information, bioavailability data 

effeciive analgesic-antipyretichrug 
products and have produced no 
evidence of rectal irritation- 

The comment submitted no data in 
support of its argument. The Panel noted 
that the rate of absorption of aspirin 
from suppositories was slow compared 
with its absorption from the oral tablet 
form (42 FR 35377). The Panel noted that 
because suppositories may have 
different melting or dissolution rates, 
therapeutic IeveIs of the active 
ingredients contained in these dosage 
forms can be unpredictably high or low, 
ranging potentially from therapeutically 
ineffectual results to toxicity. Thus, the 
f’anel placed OTC analgesic rectal 

60. One comment stated that the 
amount of aspirin in an OTC internal 
analgesic drug product should be listed 
both in grains and milligrams, with 
grains shown first and milligrams shown 
parentheticalIy. 

Although manufacturers may 
voluntarily list quantities of active 
ingredients in either grains or metric 
units or both, the agency believes that it 
would be usefut for manufacturers to list 
ingredients in metric units. The Metric 
Conversicn Act of 1975 (80 Stat. 10371 
was enacted to increase voluntarily the 
use of Ihe metric system of weights and 
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maaeures in the WnCkd Statea. In * 
sugport of this pa&y, the jbe,wy ha.s I 
dewlaped a CampIiaPcrr Policy Guide 
[Ref. 1) to establish genrra! and specific 
guidance for the waluuiary use of meaic 
unita of quandty on the label&q of FDA- 
rcgulatod comnodhies. This guide stator; 
thal a declakition of quz&iJy of 
conteats in tinits of wej&t is eqmsscd 
in r&m3 of rhe kiIo&rm gram, - 
milligram, or micregr~ VW10 
hlsmically the amount of srplrirr in an 
OTC internal analgesir: &&j pro&t 
~1s listed h apothecery-uzUta @ain$], 
baaed on the MeIrk Cnwcision Act .af 
1~75. the agencjr k’emmuraging use Oz 
millSgrYm units Raiq approoach is 
consfsrsnt w5t.b cwreat lab&g policy 
far FDA-regale ted commodities. 

. 
Rofanmce 

(1) “Me& De’clantdon OF Quoutity of 
Centcn~r OB Abducts hbcls,” rep&r of fiod 
and Drug Mli’itrad~n CctnJpliaace ~olky 
Chldc ZlSc~l7.1967. 

61. One commest atared that the 
numbec ~9 tablet4 in ti a&in pmdud 
container ahauld be shown on the lab& 

The agency paints out chat thi . 
declerarion of net quasIib of coutentd 
of ati OTC dnrjZ’package is already 
provided for lp ! tOl.O2(a) (21 CFR 
2Ol.t32[& which 8 tqtes &at the 
-‘I’ * ’ quantity crf dru,ge in tablet, 

cepa~le. - l - ct o&eiuhii 

form l l ’ shall be expressed in tema 
of nurnetical count - - *.‘I Thti *e 
number of ceblets ip aa sspirk product 
container la tequircd tqbe sh’o*cn on the 
Label. 

82 Ssveral comments ate&& &al’ 
meti- blbod Row xnI$t be incmased 
by the ingeNoa of tiepkiu ptoduats. Ok 
comment etatLd &at knyly wow& u6e 
prbdtacls conIaLuing.‘arplin to it&eve 
pain frarn nmwual iramga end that 
wmin@ for these produCts ahotld 
hdkake tbsr csplrla’*&t lkeris~ 
menstrual blood flew. &&her comment 
stared that a&pi& ,whkhap’p~ats to be 
&e mad cpm&ady wed atialge&c for 
3aeustrbsl crmnpq is no1 3 f2gulee 0E . 
massfve ulerlm Wed 

Based on rvailabJe in Prmetioa ‘“fl 
mpitin doesnat appear lo enept narm~f 
metswal blood clbw. and there arc no 
data &m8mtkting’l)r;at a wareri= to 
that dfect ilr necessary. The a&w is 
aware (hat tbe Miic&aeaw &tqnal 
Pahel reti0med the 491 of Zpirin for &c 
diet of pain of menstnral cramps and 
canclu&d rhs t it Is safe for’ eu& use. 
(See the ~cdec~l Regisiu of December .7, 
1982; 47 FR sso7tq rJei$arr tb t pfnsr 
AOF lbe btemal Aqdgesic Panel was 
mwb al any euideoce &a I sq&in 
increaees +erhtmicl tilood flm, t 

ne direct irrltint ef?ecu of.aspirkr 
upon the gasWit mucosa and it6 efJccls 

upon $a&; alppegadon heve been - . 
well described in the pledid litera tura. 
and the passiblc adverse efIecu oE 
arpirin upon posbgerative blecdltq 
have becrr well diiwzssed in cho 
litcrahue. It is mco@zed bat dbses’of 
aspirin greater &in tie t-mended 
tJmntpeuric &sQD may reduce plasm 
p?othrocIl~ by htorierirtg with rllc rolb 
of vitamin IC in the praducfibn of 
pmlhromtdn and dccreuhg platelet 
zQ@tgecioP. thus prolo* the 
coagd9&ion proccsa (42 FR 3SS84). 
However, these effect6 seem to be 
unrelated to thO6e involved ti nunndl 
menstrual blood flow. 

0% Cbe tommnt etated thar lhclre 
was 66 mdlba in the Panel’s 
recommended monograph of the “unique 
rzfew of the prawder &wage form of 
aspiris com~arccL with ofber &f~e 
forms. The cement attributed the 
iafety of ecpitin powder3 to th13ir 
phyclcal Eonu and packaging &d - 

E 
raserptcd 
ien 

@a to shaw that thi!re have 
only 3 bw aecidcnttd iF$ecUanr of 

es&in powden! comparsd k*h a 1~ 
number of accidental ingestioss of otter 
.fortm of, aspWk Tile commerlt also 
pointed out that the Calmer Product 
Safety Commission (CPSC) exwnp ted 
q&in pawdecs &cm, Ue safety 
paekctgbg wquiremente 01 Ihe P&on 
Prewntion Pack Irq Act 

“% No attempt hss ~9 made in the 
tents tive final moaogapb to compare 
the aa& oi dotqp fonns;.suc$ a 
comparison is net *e intent af the OTC 
drug rer+w. The comment’s &cussion 
1s not r&ted ta the Panel’s or the 
agency’s oancIci5iipn 00 the absotprhm 
~a~h~~a~D~b~cef~~crivepe~s of 
aspirin powden aad therefore protides 
M .h&is far r&ring the P3bol’e 
recommended monagm$h, 

/: Comment bn Acelominaphen 
* 64, Onai comment disr@eod’vith the 

Psacl’r recommcnclation kit the 
rbadatdS for child-rbsis tant edety 
ckwures f6r espisin products, es set froth 
in r~#&kks (16 CFR 1700.15 [a), fb], 
md (c]) eoreblirhed According to the 
Foima ~VQIttiOlt PecksgiQ& Act of 
1970, ehFuld apply to aceraminophcn 
preduccs as tdl. This cossuwnt 
rcques!ed an exemption for liquid 
dosage forms PZ a cetomimphcb 
CcIn~nlng less than 1 g of . 
acekuuinophen per fluid’ounca [or). 

Sew.ul comments agieed tilh the Panel 
and noted &at tb8 CPSt ptoposed in the 
Feded Regidsr of Pabnmy 3.16713 (43 
FR 4692) to rcpulre child-msletanl 
pXkt@ing for ecWk.irmphen 
prcpotatiaM containing n;ra-e rhnn 1 g 0T 
ace tsminophsn irt a Sin& peckogk 

CPSC, ana not PIIn. regulares &Id- 
tcsitl;rnt pack-g. Cp$C issued a fins) 

rula in the Federal ZLegi’stec of Aqust 3% 
1978 [H FR 61211). requirkig child- 
m4stant parskagi4ij far scefmainophen- 
co~tzdnag prepamiom b amI,docqo 
foIrB cctr4~ iBore dl3n 1 g of . 
3ccrtinaphon in a tingle package. lhis 
ic tiremat became eff&dve otr 
Fe % rusuy27.lBeO foi acolatiinophk 

, producti paclcmged l~fier th$ da tc. +;rith 
the follawirtg exceptionS: EfGweeceut 
ece&znkrapheo’ pfiparafions aad - 
acetarninophen preparittiocu in p wder 
fclrm The Comment requestig an . 
t$etuptiaa for Iiqtid qzet@naphen 
products withless than I g of 
crmtmophtm $er fluid oz~bmittcd 
he same request Lo CPSC whirls, la 
turn, addmsr;ed this ksbe ti Jti &al tile 
and dcnled tie comment’s rcquerrt for 
exem#ian (44 m 5X213]. FDA conctJ.e 
with [hat dmleiazi., 

upgnde I;he Clltegcry IZ ataNs of 
ancipgrFac to Caccghy I and to. climkake 
the PePcl’S $ccoWUcB&tion Of m single 
wsng iIt+ 4 antipyrkno per &+hout 
period. The tits cortsi9~od of rhrqe 
paptms on’& metabolism fu&disq UC 
liolLlS3,‘of antipyrine in nnlmala and 
bwans and addressed the metabolism 
01 antipyrim in-blade @efs- La, and s]. 
The comment iktca ht %BS~ S~UGES 
plVW3 B6Surance Ihat 8 total daiIy 
dosage schedule uf 9.m mg or even 
.4.000 tng of antipyrine wozlld not result 
In erctssivaly hi& blood leval~, in tp(t6 
oE,the aldenowledged extended h&l& 
Cd&8 dt’U&- 

The sgeta~$ haa reviewed rbe data - 
chd by the cbmmiat and concludea 
‘hat be data ah9 in8uffrdekt ?a jUScify 
+kgory I statue fw adipyrine- None of 
the atudiea provided any sI@i;5cent data 

‘io 3bbW chat antipfllh iti eaIe dftw 
mpcared doses oc to justify rharrskzg ihe 
Rmel’e recom6ondation of a&c 8,iryle 
075-mg tia.3~ per M hours. 

The agt?ncy a+6 Vllh the P4n91 tl$ 
mo~‘dats are aeedcd on the s&ety of .* 
artdpyrine and i3 propooi~ thatdLi0 
ingredient remafn &dsificCi 8s Category 
III. Betsuse of Its long half-life;stadk 
on antipyrlnc sh&d address the . - 
anount of this dru$ &hgt can’ be safely *’ 
prco W;&ih S% houra arrd determine an 
appropriate ,dbeage interval to prsvtin! a 
toxii anmist d~fhe’dmg irem ’ 
occ~m~haciry in the body. In addidon, in 
order to detem!oe smaiflY’& tb 
@p-e; ~pid~tnialo~~al etudia 
shorrld be conducted tbat,aom;dor 
phammgenetic fa&m.pnd include 
several rackt groups. 

‘The sgency’e ‘de taiLed CQPIL~MIG an’d 
evaludtichut en the data 6re cm cilu. in the 
Dbckets Managemen\ Branch mer- 4). 
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Dockets Management Brarxh. 

L Comment on Quinine 

86. One comment stated that despite . 
the side effects (such as ringing in the 
ears, headache, nausea, and visual 
disturbances) of quinine in large doses 
(e.g., 2 g per day), it is effective at much 
lower doses for nocturnal leg cramps 
and should remain available OTC for 
this use. In support of its position, the 
comment cited ‘The Pharmacological 
Basis of Therapeutics,” edited by 
Goodman and Gilman (Ref. 1). which 
states that the dose of quinine for 
nocturnal leg cramps is 2%) to 300 mg 
before retiring. 

The agency is aware of the nocturnal 
leg cramp dosage for quinine given in 
the reference cited by the comment. The 
use of quinine for nocturnal leg cramps 
has been addressed by the 
Miscellaneous Internal Panel in the 
advance notice of proposed ru!emaking 
entitled, “Quinine for the Treatment of 
Nocturnal Leg Muscle Cramps for Over- 
the-Counter Human Use,” published in 
the Federal Register of October 1, 1982 

(47 FR 43562). The age&y concurred in 
the Panel’s classification of quinine for 
this use in Category III in the tentative 
final monograph published in the 
Federal Register of November 8.1?tts (50 
FR 46588). 

The agency also agrees with the 
Internal Analgesic Panel’s conclusions 
that the risk of toxic effects of quinine 
on the skin (e-g., rashes) and on the 
gastrointestinal, nervous. and 
cardiovascular syste*ms outweighs its 
benefit in relieving pain or fever. In fact 
the reference cited by the comment 
describes the toxicity of quinine and 
does not include analgesic, antipyretic, 
or antirheumatic actions as therapeutic 
uses for this drug (Ref. 1). The agency 
concurs with the Panel, and is proposing 
in this tentative final monograph that 
quinine is Category II when labeled for 
any OTC antipyretic or internal 
analgesic use other than the treatment 
and/or prevention of nocturnal leg 
m\rscle cramps. 

Reference 

(I) ‘The Pharmacological Basis of 
Therapeutics.” 5th Ed.. edited by L.S. 
Goodman. and A. Gilman, MacMillan 
Publishing Co.. Inc.. New York. pp. 1062-1065. 
1975. 

A4. Comrzer;ts on Sakafate 

87. One comment requested 
clarification of the status of salsalate. 
stating that in the table of active 
ingredients (42 FR 35350) this ingredient 
is classified as Category III for analgesic 
effectiveness, but is classified in the 
active ingredients section as a Category 
III analgesic for both safety and 
effectiveness (42 FR 35443). 

The table of active ingredients should 
have shown Category III status of 
salsala te as an an tirheuma tic, 
antipyretic, and analgesic for both 
safety and effectiveness. The Panel’s 
classification of salsalate as an 
analgesic is correct (42 FR 35443). but it 
should have also been shown as 
Category III for both safety and 
effectiveness as an antipyretic and an 
antirheumatic (42 FR 35452 and 35468). 

The Panel’s position on the 
categorization of salsalate can be 
clarified by reviewing the minutes of the 
Panel’s 28th meeting. These minutes 
state that “the Panel concluded that 
salsalate should remain in Category II1 
on the basis of insufficient evidence of 
safety and effectiveness.” Furthermore, 
the Panel’s discussion on the safety of 
salsalate on pages 35452 and 35468 
consists of reference to the safety 
discussion on page 35443, in which the 
Panel concluded that there were 
insufficient data to determine sa1salate.s 
safety as an OTC analgesic. Because 
FDA has received no further data on 
salsalate to warrant a change if its 
Category III classification, the agency 
concurs with the Panel that salsalate is 
a Category III OTC analgesic, 
antipyretic, and antirheumatic 
inzredien t. 

58, One comment objected to the 
Panel’s recornmenda tion that additional 
toxicology data, such as teratogenicity 
studies and effects on various organs, 
may be needed on salsalate. The 
comment pointed out that because 
saisalate is an ester of two molecules of 
salicylic acid, there is no reason to 
consider it other than 
“pharmacologically equivalent to 
salicylic acid” or to expect metabolites 
other than those found with sodium 
salicylate. The comment further argued 
that. as a salicylate analgesic, salsalate 
should be considered a “salt or similar 
variant” of a Category I analgesic and 
that the crossover bioavailability 
studies for evaluating analgesic 
effectiveness (42 FR 35445) should be 

adequate to establish its effectiveney 
-+---Y 

Because of the acknowledged differ, 
in absorption rates betur-een salsalat 
and other salicylates, the comment 
suggested that a crossover 
bioavailability study should measure the 
rates of hydrolysis or dissociation of 
aspirin. sodium salicylate, and salsala te. 
and determine the peak plasma leve1s. 
the times of peak levels, the fractions of 
doses absorbed, and the half-life during 
the recommended dosage period of 10 
days for an OTC analgesic. 

As the Panel pointed out, data on the 
phaimacokinetics of salsalate are 
conflicting and incomplete. The study 
proposed in the comment should be 
conducted using analytical procedures 
that differentiate between parent drug 
(intact salsalate), salicylic acid, and 
other metabolites that may be formed. If 
the study shows that any amount of 
salsalate is absorbed intact and is 
present in the blood, then salsalate 
cannot be considered equivalent to 
salicylic acid, or a “salt or similar 
variant” of salicylic acid, and a genera1 
toxicological profile will be needed. 

89. One comment from a mantifacturer 
inquired whether pharmacokinetic data 
alone can be used to establish the 
effectiveness of a Category III 
antirheumatic active ingredient 
(saisalate). The firm proposed to use a 
method that differentiates and 
quantitates levels of salsalate and 
salicylic acid in serum. The proposed 
study would compare the 
pharmacokinetics of salicylate derived 
from aspirin with the pharmacokinetics 
of salicyla te derived from salsala te after 
administration of a single dose each of 
aspirin and salsalate. 

The Panel recommended that 
effectiveness data on salsalate be 
required according to its guidelines for 

‘antirheumatic drugs, which state that 
antirheumatic studies should be 
designed to test the anti-inflammatory 
activity of an ingredient separate from 
any other action the ingredient may 
have and that the studies should be 
double-blind crossover in design, with 
aspirin as the standard drug (42 FR 
35468). The agency concludes that 
pharmacokine tic data alone are 
inadequate to establish the effectiveness 
status of salsalate as an antirheumatic 
agent and that controlled clinical studies 
are needed (Ref. 1). 

Reference 
(I) Letter from W.E. Gilbertson. FDA. to J. 

Schaefer. Jr.. Fisons Corporation. July 18. 
19X. lncludcd in OTC Volume 03nm. 



t”\1. Cornmen! on Generul Dlsc~~ssizr! of 

P.n;il-hecmak Agents 

SO. One commrni stated thzt, although 
’ lhere is ex!ensive lii2raiure cn fi>rositis, 

the Panel devoted only one paragraph to 
lhis subject in its repo:t and ci?cd no 
references relating to fihrositis. The 
comment stated that it appeared that the 
Panel had deliberately ignored this 
subject because it would drastically 
weaken its argument that all 
inflammatory arthritis is malignant 
rheumatoid arthritis. The comment 
pointed out that fibrositis is seif-limited 
and treatable by self-medication, and 
that much of what is initially diagnosed 
as probable rheumatoid arthritis is later 
found to be fibrositis. 

The agency notes that the Panel did 
not suggest that all infiammatory 
conditions are malignant (progressively 
degenerating) rheumatoid arthritis. 
hlany of the rheurna tic condi ticns !is ted 
in the Panel’s report are not malignant 
conditions. Fibrositis was not discussed 
in the report because the Panel chose to 
discuss in detail only the n;ore 
commonly occurrirg rheuma!ic clisrases. 
The agency believes that including a 
discussion of fibrositis wou!d not have 
affected the Panel’s conclusions on OTC 
arthritis labeling. Fibrcsitis is not 
amenable to self-diagnosis because the 
oresenting symptoms are similar to 
hose of the more serious rheumatic 

.liseases. An indication for fibrositis is 
Seing included in the professional 
labeling section of this tentative final 
monograph (0 343.80(a)). The agency’s 
proposals on consumer labeling claims 
concerning arthritis are discussed in 
comments 17.18. and 19 above. 

0. Comments on Ad;‘Lrr-ants a.?:! 
Correcfive Ager! ts 

91. Several comments urged that 
caffeine as an OTC analgesic adjuvant 
be reclassified from Category III to 
Category I. The comments cited several 
studies to support their contention that 
caffeine is an effective analgesic 
edjuvant, and also to dispute the Panel’s 
concern that in humans caffeine may 
interfere with the effectiveness of the 
antipyretic component in combination 
drug products containing caifeine and 
an antipyretic ingredient. 

After reviewing the studies cited by 
the comments, the agency agrees with 
the Panel that there are insufficient da!a 
to reclassify caffeine as an analgesic 
adjuvant from Category III to Category I 
or to show that it does nor in!erfere tvith 
the antipyretic activity of analgesic- 
antipyretic ingredients. Of the studies 
-ited. three presen?ed neiv data and 
nformation (Refs. 1, 2, and 3). In a study 
y Cass and Frederik (Ref. I), the 

investigators concluded that it co!r!d not 
be determined whether the addi!ion of 
c3ffeine was a positive or negative 
factor in essessing analgesic effect. The 
apcncv c3rxurs with the authors anti 
conz1GdE.s tLat the study fails to 
demons: rate the con!ribution of caifeine 
as an i;nal;esic adjuv3n!. 

Thomas et al. (Ref. 2) studied the 
metabolism of phenacetin and 
ace!arr,inophen as single ingredients as 
weli as when each ingredient was 
combined with aspirin, caffeine, acd 
codeine. This study did not address the 
effectiveness of caffeine as an analgesic 
cr antipyrc:ic adjuvant and cannot be 
used as ev-idence of effec!ivencss. 

Wojcicki et a!. (Ref. 3) reported on a 
double-blind, crossover triaf that 
ccmpared the clinical relief of headache 
and postoperative pain in patients using 
three analgesic preparations. The 
authors concluded that the analgesic 
eiiec?iveness demonstrated by the 
prepara!ion containing SC3 mg 
acetaminophen and SO mg caffeine 
“suggests that this medication is 
superior to the preparations that did not 
contain caffeine. This s!udy is not a true 
crossover s!udy because only patients 
who felt that they needed addi!ional 
analgesics crossed over to the second 
treatment. 

The agency proposes that, in order to 
establish Category I status for caffeine’s 
eifectiveness as an analgesic adjuvant. 
it must be demonstrated that caffeine 
makes a positive contribution to the 
effectiveness of the combination product 
as an analgesic. If the produc! also 
makes antipyretic claims, it must be 
shown that caffeine does not decrease 
its an tipyre tic effectiveness. 

The agency’s detailed comments and 
evaluations on the data are on Iile in the 
Dockets Management Branch (address 
above) (Refs. 4 to 7)’ 

References 

(1) Cass. L.J.. and W.S. Frederik. “The 
Augmentation of Analgesic Effect of Aspirin 
with Phenacetin and Caffeir?e.” Current 
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Fharmaco!cbq;* and The.-aputics. *13:9@6-91C. 
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(41 Letter from W.E. Cilberfscn. FDA, to 
T.H. Chambers. Goody’s Mfg. Corp.. coded 

LEIXII tz C~0033. Gccket No. 77N-0031. 
GocLcls X!azagement Braxh. 

(5; Letter from Ii:.E. Gilbcrtson. FDA, to 
hi..4 Bass, tha tiaticjnal Association. cf a 
l’har.maceu!icdl :4anafacturers, coded LE!:r 2 
to CO@O?S, Dscket No. 77h'-W94. Docke!s 
bidnngexent Ikanch. 

(6; Letter frox WE. Gilbertson. FDA, to 
C.F. Baker. Bur~ughs Wellcome Co.. coded 
LETGl3 to Cooo48, Docket No. i7N-w9~. 
Dockets XZanagement Branch. 

(7) Letter from [V.E. Gilbertson. FGA. to 
R.M. Pc!mcs, C;is:nl-Myers Products. ceded 
LET314 to GMKMXI and LE;TFlO, Docket No. 
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92. One comment requested that the 
agency permit the use of caffeine as an 
adjuvant at dosage levels up to 150 mg 
per single adult dose, or 75 mg per 

dosage u!nit, instead of the Panel’s 
reccmmcnded 65 mg per single dose. 
The comment stated that the Panel’s 
siqie doso of caffeine (65 mg) i.. 
combirztion with analgesics was . 
incorvistent with the Panel’s allowable L 
maximurn daily dose of 600 mg caffeine. 
The comment a!so pointed out that a EL 
mg sing12 dose of caifeine seems 
inconsistent with the dosage of 100 mg 
to 208 mg recommended by the Advisory 
Review Panel on OTC Sedative, 
Tranquilizer, and Sleep-Aid Drug 
Products. 

The Sleep-Aid Panel recommended 
dosages for caffeine’s use as a stimulant, 
not as an analgesic-antipyretic adjuvant. 
The Internal Analgesic Panel. however, 
reviewed caffeine both as an analgesic- 
antipyretic active ingredient and as an 
analgesic-antipyretic adjutant. Caffeine 
used alone as an OTC analgesic- 
antipyretic active ingredient was 
classified by the Panel as Category II. 
As an ana!gesic-antipyretic adjuvant, it 
was classified by the Panel as Category 
rrl: 

The agency agrees with the comment 
that the Panel’s report is inconsistent 
with respect to caffeine dosages. The 
agency has no objection to a dosage 
level of 150 mg per single adult dose, 
which is within the dosage range 
recommended for restoring alertness or 
wakefulness by the Sleep-Aid Panel and 
included by the agency in the final 
monograph for OTC stimulant drug 
products which was published in the 
Federal Register of February 29.1988 (53 
FR 6100). However. becacse data are 
still needed to demonstrate 
effectiveness of caffeine as an adiut-ai:1 
in combination with analgesic. 
antipyretic, and antirheuma!ic 
ingredjents, the agency proposes IO 



Reference 
(1) OTC Volume 03049. 

93. One comment disagreed with the 
Panel’s recommendation that 
salicylamide be placed in Category III 
for safety and effectiveness as an OTC 
analgesic adjuvant. The comment 
argued that the harmful effects of 
salicylamide cited by the PaGei occur 
only at doses of l.ooO mg or more and 
not at the lower doses (650 mg or less) 
used as an OTC analgesic adjuvant. The 
comment also stated that the Panel 
failed to consider 35 submitted 
references substantiating the safety of 
salicylamide and that nothing in the 
Panel’s report presents reasons for 
suspecting tha! the addi!ion of 
salicylamide would either de tract from 
the effectiveness of !he combination or 
present any safety risk. 

The agency agrees with the Panel that 
there is insufficient information to 
determine the safety and effectiveness 
of salicylamide as an adjuvant or as a 
single ingredient in internal analgesic 
drug products. The comment submitted 
r.o new data or information to alter this 
decision. 

The Panel did consider the 35 
submitted references along with all the 
other data available on salicylamide in 
concluding that salicylamide was 
Ctitegory III for safety and effectiveness 
as an adjuvant and as a single- 
ingredient internal analgesic (Refs. 1 
and 2). Deficiencies in the data on 
saticylamide available to the Panel are 
discussed in the Panel’s report (42 FFt 
35439 and 35466). 

To justify the inclusion of an adjuvant, 
such as salicylamide, in a combination 
drug product, the adjuvant must make a 
positive contribution to the safety and 
effectiveness of the combination. (See 
comment 70 above for further discussion 
of this subject.) Salicylamide in high 
doses (600 mg or more) has been shown 
to inhibit salicylate and acetaminophen 
metabolism by competing for the 
glucuronidation pathway (Refs. 2.3. and 
4). This inhibition of the metabolism 
may result in a pro!onged therapeutic 
effect, which is why salicylamide is 
claimed to be an adjuvant. Whether 
salicylamide in low doses (less than 600 
mg) in combination with salicylate salts 
or acetaminophen also de!ays the 
metabolism of these analgesics and. if 
so, to what degree, is not known. 
Therefore, more data are needed on the 
pharmacokinetics of salicylamide to 
establish the safety and effectiveness of 
this ingredient as an internal analgesic 
arljuvant in such a formulation. 
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classify it as Category III for !his use. References LJ 

(See comment 91 above.) (1) OTC Volume 030009. 
(2) OTC Volume 030072. 
(3) Levy, C., and J.A. Frccknctl. “Drug 

Dio:ransformalion Inferacliorts in Man. I. 
Mutual Inhibition in Glucuronide Formation 
of Selicylic Acid and Salicylamide in Man.” 
journal of Pharmaceulical Sciences, 57:1330- 
1335.1968. 

Analgesic Panel was reviewing OTC’ *l+.Y, 
internal analgesics for their safety 
effectiveness, and appropriate Iabe 
and that the analgesic component o. 
antacid-analgesic combination drug 
product would reinain under 
consideration and would be the subject 
of a further review and determination by 
the agency according to the procedures 
specified in 0 330.10. Because a panel 
may also find it necessary to review the 
safety. effectiveness, and rationality of 
combination drug products wi!hin which 
the individual ingredients are contained, 
it is possible that a particular drug 
combination may be reviewed by more 
than one panel. In such instances, the 
agency subsequently considers each 
panel’s recommendations in determining 
whether the combination is appropriate 
for the relief of specific concurrent 
symptoms. is subject to the labeling 
requirements of more than one 
monograph, or whether special labeling 
is needed for the combination. 

The data submitted to the Internal 
Analgesic Panel for its evaluation of the 
analgesic component of highly buffered 
aspirin for solution, an analgesic-antacid 
combination dreg product, included the 
same information that had been 
submitted to the Antacid Panel. The 
agency concludes that it was 
appropriate for the Internal Analges 
Panel to reconsider some of the issu 
that the Antacid Panel had considers; 
Furthermore, it is appropriate for the 
agency to consider recommendations % 
from both Panels, as well as the 
comments and reply comments received 
in response to the Intern21 Analgesic 
Panel’s recommended monograph. 

96. Two comments stated that 
because most consumers do not know 
that a popuiar OTC highly buffered 
aspirin for solution product contains 
aspirin, they are unaware of the 
potential risks in using this product. 

The comments provided no evidence 
to support the statement that “most 
consumers” are unaware of the presence 
of aspirin in the product to which they 
referred. Section 502(e) (1) of the act (21 
U.S.C. 352(e)) requires that the Iabeling 
of all OTC drugs contain the established 
name of each active ingredient in the 
product. In addition, consumers are 
alerted to the potential side effects of 
aspirin-containing products by the label 
warnings proposed for such products in 
this tentative final monograph. 

Section 502(c) of the act (21 U-SC. 
352(c)) also provides that informatiorl 
required to appear on the labeling be 
placed thereon prominently and with 
such conspicuousness as to render it 
likely to be read and understood by tfl 
ordinary individual under customary 

(4) Levy. G., and H. Yamada, “Drug 
Biotransformaticn interactions in Man. III. 
Acetaminophen and Salicylamide.” journcl of 
Pharmaceu!icaf Sciences, 60:215-221. 1971. 

P. Comments 0.~ Antacid or Buffering 
/ng-edien ts 

94. One comment questioned which 
antacid or buffering agents may be used 
as corrective agents with aspirin. The 
comment noted that the Panel gave a 
specific list of ingredients of buffering 
systems (42 FR 35469), but that the 
Panel’s recommendations in 8 343.3 (j) 
and (k) state that antacid active 
ingredients identified in Q 331.11 may be 
added to aspirin. The comment urged 
that any of the antacid active 
ingredients listed in § 331.11 be 
permitted in combination with aspirin 
and that these ingredients not be 
restricted to those listed at 42 FR 35469. 

The agency wishes to clarify that the 
list of ingredients in the Panel’s report 
(42 FR 35469) was not meant to exclude 
other ingredients identified in Q 331.11 of 
the antacid final monograph as 
ingredients of buffering systems for use 
with aspirin as antacids or correctives. 
As recommended by the Panel in 
§ 343.20(d) (6) and (7) and 0 343.3 (j) and 
(k) and proposed by the agency in the 
tentative final monograph, the antacid 
or buffering agents permitted in buffered 
aspirin or highly buffered aspirin drug 
products include all of the ingredients 
identified in 4 331.11 of the final 
monograph for OTC antacid drug 
products (21 CFR 331.11). 

95. Comments expressed opposing 
views on whether the agency should 
reconsider the use of highly buffered 4 
aspirin for solution products for the 
concurrent symptoms of headache and 
acid indigestion as part of the int&nal 
analgesic rulemaking. in view of the 
agency’s final decision to allow such a 
combination in the final monograph for 
OTC antacid drug products. The antacid 
final monograph states in 8 331.15(b). 
“An antacid may contain any generally 
recognized as safe and effective 
analgesic ingredient(s). if it is indicated 
for use solely for the concurrent 
symptoms involved, e.g.. headache and 
acid indigestion. and is marketed in a 
form intended for ingestion as a 
solution.” 

The agency slated in the preamble to 
the final rule for OTC antacid drug 
products (XI FR 19062) that the Internal 



conditions of purchase 2nd use. The 
requirements for labeling ingredient 
;iormation E?ie spelied out more fc!fy in 

1p.e regu!ations at 21 CFR ZX.13. 
’ The sgency believes that prcduc:s 
labcied in accord with existing 
regulaticns end the requiremen!s i=eir;g 
established by this monograph for OTC 
ixtc-ma1 analgesic, antipyretic, and 
antirheuma!ic drug prcducts will not 
present consu.mers lvith the poten!ial 
problem described by the cornmen!s. 

Q. Cmn~mC Gn An tihistarzize- 
Ana!,3esic Ck3mbizatims 

67. One comment argued that a 
currently marketed OTC d‘rug prod:;ct 
containing ece!aminophen and 
phenyltoloxamine dihydrogen citrate is 
effective in treating tension headache 
and relieving musculoskeletal pain 
associated with anxiety and is more 
effective than acetaminophen alone in 
relieving pain- The comment mentioned 
siudies by de Sola Pool (Ref. 1) and 
Gilbert (Ref. 2; that were submitted to 
the Pane!. In respcnse to the Panel’s 
criticism of de Sola Pool’s study, the 
comment submitted Drumnond’s 
reanalysis of !his study (Ref. 3) and an 
independent anzlysis of Wallensteia 
(Ref. 4). The comment also submi!ted the 
results of a new study conducted by 
Scheiner (Ref. 5). The com.ment 

- 3ncluded tha: these studies show that 
henyltoloxamine dihydrogen citrate in 

- ,ombina?ion with acetaminophen should 
:e classified as a Category I adjuvan!. 

The agency has reviewed the new 
data submitted and concludes that the 
data remain insufficient to support the 
effectiveness of phenyltoloxamine 
&hydrogen citrate as an analgesic 
2djuvant. Tine statistical reana!yses of 
t.C,e de Sola Pool study performed by 
Drummond (Ref. 3) and ‘It’allenstein 
(Ref. 4) conclude that acetarninophen 
with phenyltoloxamine dihydrogen 
citrate is more effective than 
acetaminophen alone for the relief of 
headache. However, the study did not 
use a standardized scoring system to 
rate symptoms and the symptom 
complex being treated was not clearly 
defined. Therefore, !he study is not 
2cceptable as proof of the efiectiveness 
of the ingredient as an analgesic 
adjuvant. 

Gilbert’s study (Ref. 2) did not show 
that the combination of acetaminophen 
end phenyltoloxamine dihydrogen 
citrate enhanced pain relief over 
ecetaminophen alone. Drug differences 
were not deiectcd until 46 hours after 
treatment started. an unacceptab!y Icng 
-felay in a pain study. In addition, many 

3in states *will spontaneously resolve 
ver this period of time. and this erfec.t 
a?; bias thn stud:,,. ‘There v.rrre ;3 

number of lechnical problems with the 
study. e.g., the patient population was 
too hotercgeneocs, er,d only 1 of 19 

measures used for rating drug effects 
\vas concerned with pain. The agency’s 
detailed comments and evaluations on 
the data are on file in the Doc%c!s 
Xlanagement Branch (address above) 
(Ref. 6). 

The agency did net reviekv the ne-w 
study by Scheiner (Ref. 5) beTause thz 
investigator v<as disqua!ified by FDA. 
The accuracy and reliabI!ity of the data 
from this study would need to be- 
validated before the egcnc:; couid 
accept this st-ddy in support of claims for 
the effectiveness of phenyltoloxamine 
dihydrogen citrate as an analgesic 
adjuvant. 

Therefore, the agency proposes to 
classify phenyltoloxamine dihydrogen 
citrate 8s a Category III internal 
analgesic adjuvan: in this tentative final 
monograph. 

Regarding !abeling. the agency 
proposes to classify as Ca!egory II any 
c!aims that represent or suggest relief of 
or treatment for tension or anxiety, 
including “for the treatment of tension 
headache.” The agency proposes to 
classify such labeling claims as 
Category II because these c!aims imply 
the treatment of tension and anxiety 
rather than the ame!ioration of the pain 
that may be associated with such 
symptoms. In the finat monograph for 
OTC daytime sedative drug products, 
the agency concluded that based on the 
available data any products labeled, 
represented, or promoted for indications 
such as “calmative.” “soothes away the 
tension.” and “calming down” are 
regarded as new drugs for which 
approved new drug applications would 
be required for marketing (11 FR 36366). 

The Internal Analgesic Panel 
classified the term “nervous tension 
headache” in Category II (42 FR 35435). 
In its discussion of headache, the Panel 
identified the psychogenic headache as 
a major type of headache and stated 
chat these “muscle contraction” or 
“tension headaches” may account for up 
to 90 percent of the chronic headaches 
seen by the physician. The Panel further 
recommended that the cause of chronic 
and recurrent headaches requires 
diagnosis by 2 physician. However, the 
Panel also stated that the occasional 
headache may be due to a variety of 
causes, including tension. and concluded 
that analgesics are safe and effective for 
!he symptomatic relief of the occasional 
headache (42 FR 35352). 

The agency concurs with the Panel 
that chronic and recurrent headaches 
require diagnosis by a physician. 
! Iowever, the agenc- v also believes that 
cnns;ln:crs are fami!:zr \\ri:h headaches 

perceived to be due to tension. Because 
the warnings proposed in 8 343.50(c) [I) 
and (2) of this tentative finai monograph 
will adequa teiy warn consumers against 
self-use of analgesics for pain that 
cor,tinues to persis!, the agency has r‘.o 
cbjecticn to the use of the phrase “pain 
cf tension headache” as acceptable 
additional information for the labeling of 
analgesic-con!ai ning products provided 
!hat additional words ere not used that 
imply any treatment for tension or 
anxiety. Eecause the agency believes 
that the proposed indication “For the 
temporary relief of minor aches and 
pains associated 
with * * l ‘headache ‘+ * *.” is 
sufficiently bread to encompass 
headache from a variety of causes, the 
agency is not proposing to include the 
phrase “pain cf tension headaclre” in its 
proposed indication for OTC internal 
analgesic drug products. This 
information may be included elsewhere 
in the labeling provided the phrase is 
no! intermixed with labehng established 
by ihe monograph. 

In addition, t!;e Panel placed the claim 
“for the relief of muscu!oskeIetal pain 
associated with anxiety” in Category II 
(42 FR 35486). The agency agrees with 
the Panel’s classification because it 
believes that the term “musculoskeletal 
pain” is not readi!y cnderstood by 
consumers. Furthermore, the agency is 
not aware of any OTC ana!gesic product 
labeled with such an indication. 
Therefore, the agency does not propose 
to include the claim “for the relief of 
musculoske!etal pain” in the monograph. 
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classified as Category III. Interested 
persons are invited to submit data in 
support of appropriate dissolution tests 
for any such combination products for 
potential inclusion in the final 
monograph. 

References 

Copies of these responses are on file L.,. 
the Docke!s hfanagement Branch 
(address above). The need for I 
bioavailability studies is supersed , ’ 
the methodology recently included ,. , 
U.S.P. 

R. Comments on Da/a Required for 
Evaluation 

98. Several comments objected to the 
Panel’s recommended aspirin tablet 
dissolution-testing procedure (42 FR 
35488). One comment questioned the 
applicability of the procedure for any 
use other than quality control because of 
the variable results that can be 
Gbtained. A few comments criticized the 
methodology. such as the dissolution 
medium and the apparatus. and noted 
the disparity between the Panel’s 
recommended dissolution-testing 
procedure and that of the United States 
Pharmacopeial Convention (USPC). 
Other comments stated that the 
procedure did not provide for 
combination drug products containing 
aspirin. 

The Panel concluded that “significant 
variation in dissolution rate and 
absorption rate between aspirin 
products demonstrates the need for a 
standard dissolution test which can be 
used to detect preparations which will 
be so slowly absorbed as to potentially 
increase local adverse effects on the 
gastric mucosa or decrease therapeutic 
effects due to decreased bioavailability” 
(42 FR 35374). Therefore. the Panel 
recommended its testing procedure to 
elicit public comments for the 
development of a dissolution standard 
for aspirin tablets that would assure that 
these drug products are properly 
formulated. Since the Panel’s report was 
published. the agency and the USPC 
have worked to develop a dissolution 
standard for aspirin tablets and 
capsules. Dissoiution tests for aspirin 
capsules. aspirin tablets. and buffered 
aspirin tablets have become official in 
the US-P. (Refs. 1, 2, and 3). The agency 
is proposing to require this dissolution 
testing in new 5 343.90. 

Dissolution tests have also become 
official in the U.S.P. for acetaminophen 
and aspirin tablets (Ref. 4) and for 
combination drug products containing 
aspirin. alumina. and magnesia (Ref. 5). 
The agency is also proposing to require 
this testing in new 5 343.90. Dissolution 
tests for other OTC aspirin combination 
drug products have not yet been 
formulated. and FDA is deferring to the 
USPC to develop compendia1 dissolution 
standards for such combinations. As 
appropriate tests are developed, FDA 
intends to propose to require them as 
part of this monograph or related 
monographs. lJnti1 appropriate 
dissolution standards are in place, other 
OTC aspirin combination products are 

(1) “United States Pharmacopeia XXI- 
National Formulary XVI.” United States 
Pharmacopeial Convention. Inc.. Rockvilte. 
MD, p. 77.1985. 

(2) “United States Pharmacopeia XXI- 
National Formulary XVI.” Supplement 4. 
United States Pharmacopeial Convention. 
Inc.. Rockville. MD. 2133. 1986. 

(3) “United States Pharmacopeia XXI- 
National Formulary XVI.” Supplement 4. 
United Slates Pharmacopeial Convention. 
Inc.. Rockvi!!e. MD. 2131.1986. 

(4) “United States Pharmacopeia XXI- 
National Formulary XVI.” United States 
Pharnlacopeial Convention, Inc., Rockville, 
MD. p. 14, 1985. 

(5) “United States Pharmacopeia XXI- 
National Formulary XVI.” Supplement 2, 
United States Pharmacopeial Convention, 
Inc.. Rockville. MD, pp. 1812 and 1813, 1985. 

99. Noting that the Panel’s 
recommended monograph contains no 
guidelines for studies needed to 
reclassify enteric-coated aspirin from 
Category III to Category I, one comment 
submitted proposed guidelines for 
studies to demonstrate the 
bioavailability of aspirin in an enteric- 
coated dosage form. The guidelines 
referred to an in vitro dissolution 
methodology for enteric-coated tablets. 
which the comment stated will be 
published in the U.S.P., and included a 
general proposal for designing a clinical 
protocol to test the bioavailability of 
en teric-coa ted aspirin. Two comments 
also submitted clinical protocols for 
bioavailability studies for enteric-coated 
aspirin products and requested that the 
protocols be approved by FDA for 
reclassifying enteric-coated aspirin from 
Category III to Category I. 

The agency is aware that in vitro I 
dissolution methodology for enteric- 
coated aspirin tablets and capsules has 
now bee2 included in the U.S.P. (Ref. 1). 
However, the “enteric-coated” 
designation has been deleted in the 
U.S.P., and the products are now 
referred to as “Aspirin Delayed-Release 
Tablets” and “Aspirin Delayed-Release 
Capsules.” FDA believes that the newly 
adopted U.S.P. test is an appropriate 
standard to support the reclassification 
of enteric-coated aspirin products from 
Category III to I. Therefore, the agency 
is proposing to include this dissolution 
test in the internal analgesic tentative 
final monograph in new 4 343.90(c). 

The agency had previously responded 
to the comments’ clinical protocols for 
bioavailability studies (Refs. 2 and 3). 

The agency proposes that any other 
enteric-coated analgesics, e.g., sodium 
saIicy]ate, remain in Category III until 
adequate specifications are established 
for these products. 
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Management Branch. 

(3) Letter from WE Gilbertson. FDA. to E.J. 
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100. One comment, noting that the 
Panel recommended a dissolution test 
for plain as well as buffered aspirin 
tablets (42 FR 35488). expressed concern 
that there is r‘.o provision for a 
comparable test method for aspirin 
powder dosage forms. 

The agency points out that the 
statement to which the comment 
referred is in the Panel’s discussion 
tablet dosage forms (42 FR 35374). il 
which the Panel expressed concern 
about significant variations in 
dissolution rate and absorption rate L 
buffered and unbuffered aspirin tablets. 
This concern prompted the Panel to 
recommend a dissolution test for aspirin 
tablets (buffered and unbuffered). The 
Panel did not recommend a dissolution 
test for powders because it concluded 
that they are rapidly absorbed and often 
reach peak blood levels more rapidly 
than the tablet dosage form (42 FR 
35376). 

As stated in comment 98 above, the 
agency is proposing to include in new 
8 343.90 of the internal analgesic 
tentative fina monograph all of the 
dissolution tests for aspirin products 
that are in the U.S.P. There are no 
official dissolution tests for aspirin 
powders. Based on the Panel’s 
discussion of powders and the fact that 
the agency is unaware of any problems 
of absorption with aspirin powders. the 
agency concludes that dissclution 
testing is not needed for either buffered 
or unbuffered aspirin powders. 

101. One comment observed that the 
Panel’s recommended buffered aspirin 
acid-neutralizing testing procedure (47 
FR 35487) did not provide for the 
removal of aspirin. The comment stat 
that becatlse aspirin interferes with tl- 

--- 
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assay, it should be removed before 
determining the buffering capacity. 

The agency disagrees with the 
*‘comment’s sug’gestion that aspirin be 
removed from buffered aspirin drug 
products before testing their acid- 
neutralizing capacity. As stated in 
5 343.10(b)(2) of this tentative final 
monograph. the finished product must 
provide 1.9 mEq of acid-neutralizing 
capacity, which exceeds the amount 
needed to neutralize the aspirin. 
Therefore, no provision for the removal 
of aspirin is needed in the testing 
procedure. 

102. One comment pointed out that 
measurement of the acid-neutralizing 
capacity of combination drug products 
containing buffered aspirin and other 
ective ingredients may require 
mod&a tions in the standard method 
r;sed for testing buffered aspirin 
products in 8 331.25. 

The comment did not provide any 
specific examples of needed 
modifications. However, the agency has 
revised Q 331.29 to establish a 
mechanism for requesting specific 
modifications in the test procedure. This 
revision was published as a final ruIe in 
the Federal Register of August 31, 1982 
(47 FR XWKI) and states that any 
oroposed modification and the data to 
{upport it should be submitted as a 
;etition according to 5 10.30. The 
revision further provides for a 
redelegation of authority to grant or 
deny such petiticns in order to facilitate 
prompt action. 

S. Comments on Additiorial Icgredien ts 
for ,‘Monogrcph 

103. One comment requested that the 
lysine salt of aspirin, which has been 
marketed in a number of countries for 
several years, be included in the 
tentative final monograph with an 
indication for the temporary relief from 
occasional minor aches, pains, and 
headaches. The comment provided 
information on the chemical and 
physical properties. toxicity, 
bioavailability, pharmacokinetics, and 
gastrointestinal tolerance of a lysine 
aspirin product. The comment stated 
that lysine aspirin is a rezdily soluble 
salt of aspirin that dissociates in water 
into lysine and acetylsaiicylic acid, that 
the product is intended for solution in 
water prior to administration, and that 
acetylsalicylic acid is the active moiety 
that exists in the gastrointestinal tract 
and is absorbed. 

The agency has deter-mined that the 
tysine salt of aspirin is a “new drug” as 
!efincd in section 201(p)(2) of the act (31 
J.S.C. 32’i(p)(2)) as fo!igws 

Any drug (except a Eew animal drug or an 
animal feed bearing or containing a new 
animal drug) the compcsition of which is 
such that such drug. as a result of 
investigations to determine its safety and 
ecfectiveness for use under such conditions. 
has become so recognized, but which has not 
otherwise than in such investigations, been 
used to a material extent or for a material 
time under such conditions. 

FDA interprets the terms “material 
extent” and “material time” to meen 
availability in the United States 
marketplace. The agency is unaware 
that lysine aspirin has ever been 
marketed as a drug in the United States. 
The comment provided no evidence to 
show otherwise. Thus, the agency 
regards this ingredient to be a new drug, 
requiring an approved application prior 
to OTC marketing. 

104. One comment submitted 
information on calcium sa!icylate and 
requested that it be included as an 
analgesic ingredient in the tentative 
final monograph. 

The Pane! did not review calcium 
salicylate because no data were 
submitted on this ingredient. The 
comment provided information on the 
historical use, physical properties, and 
chemical preparation of calcium 
sa!icylate, but supplied no evidence that 
it has been marketed in the United 
States and provided no substantive data 
to demonstrate the safety and 
effectiveness of this ingredient as an 
OTC analgesic-antipyretic. FDA is not 
aware that calcium salicylate has ever 
been marketed as an OTC analgesic- 
sntipyretic in the United States. Thus, 
calcium salicylate falls within the 
definition of a new drug within the 
meaning of section 201(p) of the act as 
discussed in comment 103 above, and 
requires an approved application prior 
to marketing as an OTC analgesic- 
antipyretic drug. 

The agency’s detailed comments and 
evaluations on the data are on file in the 
Dockets Management Branch (Ref. 1). 

Reference 

(1) Letter from WE. Gilbertson, FDA to C. 
Schrerir, Schreur Investments Inc.. coded 
LET026 Docket No. E+LOC!N, Dockets 
Management Branch. 

105. One comment to the 
Miscellaneous Internal Panel requested 
that potassium salicylate be included as 
a Category 1 ingredient for use in OTC 
menstrcal drug products. The comment 
argued that potassium salicylate is a 
naturally occurring substance and is 
equivalent to sodii;m salicylate and 
salicylic acid in terms of salicylate 
activity. 

The comment did not include any data 
on this ingredient nor were any 

submitted to the Miscellaneocs Internal 
Panel or to the Internal Analgesic Pane!. 
The agency is aware that potassium 
salicylate has been marketed in the 
United States as an ingredient in OTC 
and prescription analgesic drug products 
(Refs. 1 through 6). Until data on 
potassium salicylate are submitted for 
review, however, the agency has an 
insufficient basis to consider further the 
request to include this ingredient in an 
OTC drug monograph. Based on its 
marketing history, potassium salicylate 
is classified as Category III in this 
tentative final monograph. 
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Lippincott Co.. Philadelphia, p- 495. 1987. 
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II. The Agency’s Tectative Adoption of 
the Panel’s Report 

A. Summary of Ingredient Categories 
and Testing of Category II and Category 
III Conditions 

1. Summary of ingredier; t categories. 
The agency has reviewed all the claimed 
&ive ingredients submitted to the 
Internal Analgesic and Miscellaneous 
Internal Panels, as well as other dafa 
and information available at this time. 
and concurs with the Panels’ 
categorization of ingredients. In 
addition, the agency has reviewed three 
ingredients not reviewed by the Panels. 
For the convenience of the reader, the 
following table is included as a 
summary of the categorization of 
analgesic-antipyretic active ingredients 
by the Panels and the proposed 
classification by the agency. 

Analgesic-anllpyretlc active 
/ Pane’s mgredlents 

Acetaminophen __ 
Acetant14de R 

__ 1 I 
__ ._. __ I II I II 
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Analgesic-antipyretic ac!we 
rngrecknts 

1 Panels 

I 
Aww 

Aluminum asptrin ._.. ___._.. ____ ___ 111 
Antipynne . . . __, _. ill 
Aspiiln __._._.... . . . . .._.. _._._ __ I 
Calcium saiccjata _.___.__ _____.__ _ (‘) 
Ca.-bsspiiin calcrum . . .._...__________ I 
Chotine salicy!ate .__..._._..___. _.._.. 1 
ccddne .._... ~ . . . . . . . . . .._._..._. _ . . . . . . . ..__ II 
todoantipyrine a . ..__..___.._.___________ It 
Lysine aspirin . . . . . . . . . . . _ . . . . . _ . . . . . . . ..__ (‘) 
Magnesium sakylate . . ..___._.____ _ 1 
Pc~assium salicylate __._____.___.____ (2) 

.Phenacetin .-.__......___.__.............~. II 
Quinine ._.._._ _ . . . . . . . . . .._____.._............ II 
SaEcylamidc . . .._......._.__.___........... III 
Satsalate . . . . . . . . . . . . . . . . ..__~....~.......... It1 
Sodium sakylate .__.._.__._ __.__.. . I 

I Formerty acetanikd. --. . 

Interested persons Gy communicate 
with the agency about the submission of 
data and information to demonstrate the 
safety or effectiveness of anv internal 
analgesic, antipyretic. or antirheumatic 
ingredient or condition included in the 
review by foliowing the procedures 
outlined in the agency’s policy statement 
published in the Federal Register of 
September 29.1981 (46 FR 47740) and 
clarified April 1. 1983 (48 FR 14050). This 
policy statement includes procedures for 
the submission and review of proposed 
protocols, agency meetings with 
industry or other interested persons, and 
agency communications on submitted 
test data and other information. 

z Not revtewed by the internal Analgesic or Miscet- 
laneow Internal Panels. 

s Determined by the agency to be a “new drug.” 
l Iden!ified by the Panel as iodopyrine. 

After reviewing the available data 
and information, the agency has 
concluded that the Internal Analgesic 
Panel’s categorization of ingredients for 
safety and effectiveness as analgesic- 
antipyretic adjuvants will remain 
unchanged, except for methapyrilene 
fumara te. The agency’s reasons for 
recategorizing methapyrilene salts are 
presented in paragraph B. 32 below. 

The following table is included as a 
summary of the categorization of 
analgesic-antipyretic adjuvant 
ingredients. 

B. Summary of the Agency’s Changes in 
the Panel’s Recommendations 

FD.4 has considered the comments 
and other relevant information and 
concludes that it will tentatively adopt 
the Panel’s report and recommended 
monograph with the changes described 
in FDA’s responses to the comments 
above and with other changes described 
in the summary below. A summary of 
the changes made by the agency 
follows. 

AMlgesic-antipyretic 
adjuvants Panel Agency 

Arninobenzoic acid . .._ . . .._. _ .._____ _ II 
caffei= ._-.......-..._......-................ III 
Methapyrilene fumarate .._.____ _._ III 
Pheniramine m&ate _..._._._____. III 
Phenyftotoxamine dit‘ydrogen 1 Jll 

citrate. 
p/rimine maleate __.__.__ _...___._ __ Ill 
Sakylamide.... ..___,..... _._.___ .__.___ _ Ill 
Sodium para-aminobenzoate... It 

I I 

The tables above do not address 
antirheumatic use, which appears only 
in professional labeling. The tables also 
do not address dosage forms, such as 
timed-release products, rectal 
suppositories, and en teric-coa ted 
aspirin. These dosage forms are 
discussed in comments 78. 79, and 99 
above. 

2. Testing of Cafegory II and Category 
II/ conditions. The Panel recommended 
testing guidelines for analgesic, 
antipyretic. and antirheumatic drug 
products (42 FR 35444, 3x53, 35468, and 
35487). The agency is offering these 
guidelines as the Panel’s 
rcco.mmendations without adopting 
them or making any formal commenl on 
them unless otherwise noted in this 
dccument. (SW comments 85. 88, 89, 91. 
93 57~ 90. and 101 above.) 

1. The Panel recommended as a 
statement of indications for OTC 
analgesic drug products: “For the 
temporary relief of occasional mirror 
aches, pains and headache,” and as a 
statement of indications for OTC 
antipyretic drug products: “For the 
reduction of fever.” The agency is 
expanding and combining these 
statements to allow the inclusion of 
representative types of pain and causes 
of fever that are amenable to OTC 
treatment. (See comments 15.16. and 17 
above.) Accordingly, the statements in 
9 3 343.50(a) (2) and (3) are being 
deleted, and the labeling statement 
recommended in 0 343%0(a)(l) is being 
changed to the following statement in 
this tentative final monograph 
(5 343.50(b)(l)): “For the temporary reli: 
of minor aches and pains” [which may 
be followed by one or more of the 
following: (“associated with” (select one 
or more of the following: “a cold.” “the 
common cold,” “sore throat,” 
“headache.” “toothache,” “muscular 
aches, ” “backache.” ” the premenstrual 
and menstrual periods” (which may be 
followed by: “(dysmenorrhea)“), or 
“premerxtrual and menstrual cramps” 
(which may be followed by: 
“(dysmenorrhea)“))), (“and for the minor 
pain from arthritis”). and (“and to 
reduce fever.“)] The agency is also 
proposing to include “f!u” as an 
indication for analgesic-antipyretic 
products containing acetaminophen. In 
addition, the agency is proposing that an 
OTC nna!gcsic-antiI;yrelic drug product 

may be identified as a “pain relic 
“analgesic (pain reliever).” “pain 
reliever-fever reducer.” or “analgt 
(pain reliever)-antipyretic [fever 
reducer)“ (0 343.50(a)). 

2. The agency is proposing combined 
analgesic-antipyretic labeling for 
analgesic-antipyretic dntg products 
labeled only for use in children, e.g., 
children’s acetaminophen, Based upon 
representative types of pain and causes 
of fever that are amenable to OTC 
treatment in children over 2 years of 
age, the indications statement for OTC 
children’s analgesic-an tipyre tic drug 
products is being proposed as follows 
(‘s 343.50(b)(2)): “For the temporary relief 
of minor aches and pains” [which may 
be followed by: (“associated with” 
(select one or more of the following: ‘*a 
cold” ” the common cold,” “sore throat” 
“headache,” or “toothache”)) and/or 
(“and to reduce fever.“)] The agency is 
adso proposing to include “flu” as an 
indication in tile labeling of products 
that contain acetaminophen. (See 
comments 15 and 16 above.) 

3. The agency is proposing in 
P 8 343.50 (c)(l)(ii) and (c)(Z)(ii) of this 
tentative final monograph that internal 
analgesic drug products labeled for the 
relief of sore throat pain bear a mod’- ’ 
version of the warning statement 
currently recommended in 21 CFR : 
for “throat preparations for temper; _ 
relief of minor sore throat: Lozenges, 
troches, washes, gargles, etc.*’ (See 
comment 15 above.) in the tentative 
final monograph for OTC oral health 
care drug products, the agency has 
proposed to remove the existing 
recommended warning statement in 
8 369.20 as well as the suggested 
warning for OTC drugs for minor sore 
throats in 5 201.315. (See 53 FR 2456.) 

4. The warnings recommended by the 
Panel in $5 M~.~o(c)(I) (i) and (ii) are 
being revised and proposed as three 
warnings as follows in 0 343.!%(c): 

(1) For products iabeled for adults-(i) 
For products containing any ingredient 
in $343.10. “Do not take this product for 
pain for more than 10 days or for fever 
for more than 3 days unless directed by 
a doctor. If pain or fever persists or gets 
worse, if new symptoms occur, of if 
redness or swelling is present. consult a 
doctor because these could be signs of a 
serious condition.” 

(2) FOG- products labeled for children 2 
years to under 1.2 years of age--(i) For 
products containing any ingredient in 
5 343.10. “Do not give this product for 
pain for more than 5 days or for feve’ 
more than 3 days unless directed by 
doctcr. If pain or fever persists or gel 
worse. if new symptoms occur. or if 
redness or swelling is present, consuh 
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w&r becal:< l ece ml ‘4 he signs of a 
iiC ‘1s cor.dI tinn.” 

’ (3) For prcducfs lcCe!ed both for 
ac!zi!s and for children 2 years to under 
Id years o/‘os~. ’ * * “Do not take this 
product for pain fcr r?.ore than 10 days 
(for adults) cr 5 days (for chi!dren), and 
ds not take for fever for more than 3 
days unless directed by a doctor. If pain 
or fever persists cr gets worse, if new 
symptoms occur. or if redness or 
swelling is present., consu!t a doctor 
because these could be signs of a 
serious conditicn. Do not give this 
product to children for the pain of 
arthritis unless directed by a doctor.” 

These warnings are being revised for 
clarity, to distinguish between prcducts 
used by adults and/or child-en, and to 
a:ert consumers to appropriate time 
limitations cn self-treatment with OTC 
analgesic-antipyretic drug products as 
weI! as to symptoms that require 
professional treatment. (See co;nments 
13,14,18. and 30 above.) 

5. Because the agency is combining 
tl?e indications for pain and fever into a 
singie statemer,t and because dosage 
schedules are the same for analgesic 
a=d antipyretic ingredier,ts. the agency 
is pr0posir.g a sin,. -le dosage schedule in 
5 343.50(d) for each ana!gesic- 
2 tipyre tic ingredient. (See comments 16 
Id 53 above.) Section 6 343.10 is being 
vised to list all active ingredients, and 
5 323.12 and 343.14 are being deleted. 
6. The agentiy is proposing deletion of 

the warning recommended in 
5 %3.5o(c)(5)(ii) b ecause consumers 
might interpret it to mean that 
acetaminophen can be used to treat 
arthritis. The agency is also proposicg 
deletion of the warning recommended 
for aspirin in 0 343.!%(c)(3)(i) because 
the agency is concerned that different 
labeling statements on acetaminophen 
and aspirin products concerning arthritis 
might encourage cons*umers to self- 
diagnose and se!f-treat arthritis. (See 
comment 19 above.) 

monograph based on the format and 
style of recently published monographs: 

(a) The sipal word “warning” has 
been used routinely in a!1 labeling in 
OTC drug mono saphs ins!ead of the 
s:Fal word “caution.” Accordingly, the 
word “caution” is not being included in 
5 343.50(c)(1)(v) (B) and (C) in this 
proposed monograph. (See comment 32 
above.) 

or a loss of hearing occurs, consuit a 

(redesignaled 5 343.50(c) (l)(v)(A) and 

doctor before taking any more of this 
product.” The agency believes this 

(=)(v)(A)) to read: 

wording more clearly conveys the 
appropriate cosrse of action to the 

“If ringing in the pars 

consumer. (See comment 39 above.) 

(b) The definition section contains 
or,ly one definition: analgesic- 
antipyretic drug. Other definitions 
appeclring in ihe advance notice of 
proposed ru!cmakir.g are not considered 
necessary for this tentative final 
monograph. 

(c) The agency is redesignating 
proposed Subpart D of the monograph 
as Subpart C, placing the labeling 
sections under Subpart C. 

(d) In an effort to simplify OTC drug 
labeling. the agency proposed in a 
number of tentative final monographs to 
substitute the word “doctor” for. 
“physician” in OTC drug monographs on 
the basis that the word “doctor” is more 
commonly used and better understood 
by consumers. Based on comments 
received to these prcposals, the agency 
has determined that final monographs 
and other applicable OTC drug 
regulation3 wi!l give manufacturers the 
option of using either the word 
“physician” or the word “doctor.” This 
tentative final monograph proposes that 
cption. 

12. The statements recommended by 
t!:e Pace1 in 5 343SO(c)(S)(iii) [a) and (by 
are being moved to Q 343.50(d)(3) (i) and 
(ii) in the tentative final monograph 
because they are directions for use, not 
warnings. (See comment 41 above.) 

.13. The agency is proposing deletion 
of the term “stomach distress” from 
5 343.5o(c)(3)(iv) (redesignated 
$ 343.50(c)(l)(v)(B)) and is revising the 
warning as follows: “Do not take this 
product if you have stomach problems 
(such as heartburn, upset stomach, or 
stomach pain) that persist or recur, or if 
you have uIcers or bleeding prchlems. 
unless directed by a doctor.” This 
warning is being further revised in 
$ 343.50(c)(2](vi)(B) for prcducts labeled 
for children 2 years to under 12 years of 
age. For products labeled for both adults 
and children, the warning for adults will 
apply. (See 3 343.50(c)(3). See also 
comment 31 above.) 

9. The agency is proposing to delete 
the first sentence of the aspirin 
hypersensitivity warning recommended 
ir? !j 343.50(c)(4)(i) (redesignated 
8 343.5(?(c) (l)(iv)(A) and (2)(iv)(A)), 
“This product contains aspirin.” (See 
comment 33 above.) This sentence is 
unnecessary because section %X(e)(l) of 
the act (21 USC. 352(e)(l)) requires all 
drug products to bear on the label the 
established name of the active 
ingredient or ingredients contained in 
the product. 

14. The Panel classified the c:ai.ms 
“acts five times faster than aspirin” and 
“reaches peak action twelve times faster 
than aspirin” in Category II for choline 
salicylate. However, the agency finds a 
reasonable basis to classify such claims 
in Category III. (See comment 45 above.) 
This classification is consistent with the 
Fanel’s treatment of simi!ar claims for 
buffered aspirin, i.e., the data are not 
sufficient to support such claims as , 
“faster to the bloodstream than plain 
aspirin.” 

15. The agency finds that labeling 
claims such as “extra-strength.” “extra 
pain relief, ” “maximum strength,” and 
“a&hritis strength” are outside the scope 
of the OTC drug review. (See comment 
48 above.) 7. The agency is’ proposing the 

following in 0 343.50(b)(4)(i) to provide 
for children’s labeling: Forproducts 
labeled only for children 2 to under 12 
years of age containing any ingredient 
identified in 5 343.1@. (A) The labeling of 
the product contains, on the principal 
display panel, either of the following: 

(I) “Children’s (trade name o/product 
or generic name of in,aredient(s]).” 

(2) “(Trade name of product or generic 
name c/ingredient(sf) for Children.” 

(B) The labeling for adults in 
H 313.50(d) and the statement “Children 

IO under 12 years of age” in 
343.50(d)(3)(ii) are not required. (See 

3mment 30 above.) 
E. The fo!!owing are agency-initiated 
:anges in the Panel’s recommended 

10. The agency is proposing that the 
warning recommended in 
§ 343.50(c)(3)(v) (redesignated 
8 343.50(c)(l)(v)(C)) be identified as a 
drug interaction precaution (see 
comment 36 above) as follows: “Dru,o 
Interaction Precaution. Do not take this 
product if you are taking a prescription 
drug for anticoagulation (thinning the 
biood). diabetes, gout, or arthritis unless 
directed by a doctor.” This precaution is 
being modified in 8 343.50(c)(~)(v)(C) for 
products labeled for children 2 years to 
under 12 years of age. For products 
labeled both for adults and children. the 
precaution for adu!ts will apply. (See 
5 343.50(c)(3).) 

11. The agency is revising the warning 
recommended in 5 343.5Ojc)(3)(ii) 

16. The Panel recommended a 
children’s dosage unit of 80 mg for 
aspirin and acetaminophen. The agency 
is proposing that the children’s dosage 
unit for aspirin, acetarninophen. and 
sodium salicylate be 80 mg or 81 mg 
because both strengths are marketed. 
and the difference between these 
strengths is of no therapeuiic 
consequence. In addition, a minimal 
effective dose for children over 9 years 
of age (i.e., 32i) mg for the 80-mg dosage 
unit, 324 mg for the 8l-mg dosage unit. or 
325 rng for the 325-mg dosage unit) is 
being added to the children’s dosage 
schedule. (See comment 58 above.) 

i7. Quantities of active ingred;e:lts are 
expressed in the tentative final 
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monograph in metric units only. 
Manufacturers may voluntarily list 
quantities of active ingredients in both 
apothecary and metric units. (See 
comment 80 above.) 

18. The agency is not adopting the 
anafgesic equivalence value labeling 
statements recommended by the Panel 
in 4 343.50(e) because they do not 
appear to serve their intended purpose 
and cou!d be confusing to consumers. 
(See comment 56 abcve.) 

19. The statements on dosage units 
recom-mended in 4 343.50(d) are also 
being de!eted in this tentative final 
monograph. The agency believes that 
the terms “standard” and 
“nonstandard” rvould not serve their 
intended purpose of simplifying 
comparisons among various products 
and may confuse consumers. (See 
comment 53 above.) 

20. The dosage schedules for aspirin, 
acetaminophen. and sodium salicylate 
recommended by the Panel in 3 343.10 
(a), (b). and (fj are being revised to 
eliminate the concepts of “standard” 
and “nonstandard” schedules and are 
being combined under 3 343.!%(dj(Z). 
(See comment 53 above.) In accordance 
with the agency’s changes discussed in 
this paragraph and in paragraph number 
18 above, the Panel’s recommended 
definitions in 5 343.3 (c). (m). and (p) are 
not being included in this tentative final 
monograph. 

21. The agency concurs with the 
PaneI’s recommendation on dosages of 
aspirin, acetaminophen. and sodium 
salicglate fcr adults and has 
incorporated this information in the 
directions section of the tentative final 
monograph [H 343.50(d)), except that the 
agency is not including in the tentative 
finai monograph a maximum initial doss 
of 975 mg for these ingredients when 
given in a G-hour dosage regimen. (See 
comments 53 and 63 above.) 

22. The Panel recommended a dosage 
of 325 to 650 mg magnesium salicylate 
every 4 hours. based upon data 
submitted on a product containing 325 
mg of the tetrahydrate form of 
magnesium saiicylate. This is the same 
as the dosage range established for 
sodium saiicyIate. However, the agency 
has determined that 377 mg magnesium 
salicylate tetrahydrate, and not 325 mg, 
is equivalent to 325 mg sodium 
salicylate. Given a minimum effective 
dosage of 325 mg sodium salicylate, the 
dosage of magnesium salicyla te 
tetrahydratc that would contain an 
equivalent amount of salicylic acid is 
377 mg. Therefore, the agency concludes 
that the minimum effective dosage of 
magnesium salicylate should be 377 mg, 

dosages for magnesium salicylate are 
being revised accordingly, and this 
tentative final monograph specifies in 
$ 343,50fd)(6) that the dosages are based 
on the tetrahydrate form of magr.esium 
salicy!ate. (See cornmelt 64 above.) 

23. The agency is not including 
analgesic-antipyretjc combinations that 
contain oniy salicylates ir. this 
monograph because such combinaticns 
are not in accordar.ce with genera1 OTC 
combination drug product guidelines. 
(See comment 72 above.) However, the 
agency has expanded the allowable 
ccrr.bina lions recommended by the 
Par.el by providing a range of acceptable 
amounts of active ingredients !hat may 
be contained in a conzbination product. 
The agency discussed combination 
products containing ana!gesic and 
cough-cold ingredients in 9 341.40 of the 
cough-cold combinations tentative final 
monograph (53 FR 30522). Accordingly. 
the Panel’s recommendations in 
3 343.%(d) (I), (2). (3), and (4) of its 
monograph are not being addressed in 
this tentative final monograph. and 
appropriate cross-references to Part 341 
are being included. (See ccmment 67 
above.) 

24. Based on t$e recommendations of 
the Misceilaneous Isternal Panel, the 
agency has expanded the combination 
section of the monograph to provide for 
a!iowab!e combinations of analgesic 
ingredients or combinations of ar,algesic 
ingredients with a diuretic when the 
product is labeled for “menstrual” 
claims. (See the tentative final 
monograph for OTC menstrual drug 
products published elsewhere in this 
issue of the Federa! Register.) 

25. The agency nqtes that the Panel 
concluded that OTC acetaminophen 
products for children should be 
packaged in containers ccntaining no 
more than 36 tab!ets (42 FR 35415). This 
recommendation was based on an 
existing regulation recommending a 36- 
tablet limitation of I YA gr children’s 
aspirin tablets in 5 201.314[~)(2) (21 CFR 
201.314(~)(2]) and not on data pertaining 
to the toxicity of acetaminophen in 
children. No comments were submitted 
in response to the Panel’s 
recommendation. The agency has 
evaluated currectly marketed pediatric 
acetaminophen products (Ref. I) and 
does not believe it necessary to include 
this packaging limitation in the tentative 
final monograph. The agency specifcally 
invites comments on the need for a 
regulation to limit the number of dosage 
units per container for pediatric dcsage 
forms Gf acctaminophen in light of child 
proof closures and the degree of 
voluntary compliance in effect at this 
time among the manufactlrrers of these 
products. The agency also invites 

comments on the need for a regulation . d .*-* 
requiring the 36-tablet iimitation for 
pedia!ric aspirin products which is 
recommended in 21 CFR ZO1.314[~!(2). 

Reference 

(I) Cardina!e, V.A.. Editor, “1967 Redbcok.” 
Medical EccnDmics C0:npar.y Inc., Oradell. 
NJ. pp. loo--183. 130. 253. 4%?. 563. m.13a7. 

2~. The agency is changing the Panel’s 
recommended sing!e dose of 65 mg 
caffeine lo 75 mg caffeine as an 
ana!gesic adjuvan!, cot to exceed a 
single adult dose of I%! mg or a 
maximum dai!y dose of 600 mg. Caffeine 
remains in Category III as an analgesic 
sdjuvan!. However, industry has 
responded to FEA’s concern and 
provided additional data which are 
currently under review by the agency. 
[See comment 9~. above.) 

27. The agency is proposing to include 
by reference the dissolution testing 
procedures for aspirin capsules, as 
conteined in U.S.P. XXI at page 77, for 
aspirin tablets as contained in U.S.P. 
XXI Supplement 4 at page 2130, and for 
buffered aspirin tablets, as contained in 
U.S.P. XXI Supplement 4 at page 2131, as 
part of &is tenia!ive final moncgraph. 
(See ccmment %I above.) Furthermore, 
the agency is also including by reference 
the dissolution standard for 
acetaminophen and aspirin tablets as 
ccntained in U.S.P. XXI at page 14. the 
dissolution standard for one aspirin 
combination product as contained in 
1J.S.P. XXI Suppiement 2 at pages 1812 
end 1813, and the dissolution standard 
for enteric coated aspirin tablets 
(delayed-release !ab!ets) as contained in 
U.S.?. XXI Supplement 3 at pages 1972 
and 1973. (See comments 98 and !B 
above.) 

28. The agency is deleting t$e Panel’s 
recommended definition for buffsred 
aspirin in 3 333.30’) and is’inciuding the 
definition in the active ingredients 
sction (8 343.10(b)(2)] of this tentative 
final monograph as a result of the 
establishment of a U.S.P. monograph for 
buffered aspirin tablets in U.S.P. XXI 
Supplement 4 at page 2131. The 
definition of buffered aspirin in 
9 343.10(b)[2) of this tentative final 
monograph is being proposed as foliows: 
Buffered Aspirin “Aspirin identified in 
paragraph (b)(l) of this section may be 
buffered with any antacid ingredient(s) 
identified in $ 331.11 provided that the 
finished product contains at least 1.9 
milliequivalents of acid-neutralizing 
capacity per 325 milligrams in 
accordance with Q 331.26.” (See 
commen!s 42 2nd 77 above.) 

29. The agency is de!eting the Paner’s 
recommended definition in 5 343.3(k) 
because the same informa!ion is 
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contained in Q 343.20(d)(6) (see comment 
76 above) which is being redesignated 

333.20(b)(3) in this tentative final 
onograph and is being revised to 

.hc!ude all products c0ntainir.g aspirin 
with antacid as follows: “Aspirin 
identified in 5 343.10(b)(l) may be 
combined with any antacid ingredient 
identified in (i 331.11 or any combination 
of antacids permitted in accordance 
with 8 331.10(a) provided that the 
finished product meets the requirements 
of 0 331.10, is marketed in a form 
intended for ingestion as a solution, and 
bears labeling indications in accordance 
with 5 343.60(b)(4).” 

In addition, the agency is proposing 
that such products be identified as 
follows: “pain reliever/fever reducer” 
(or the variation permitted in 
4 343.50(a)) and “antacid.” (See 
comments 42 and 76 above.) 

30. The agency is proposing 
indications for products containing 
aspirin with antacid that are based upon 
the aspirin indications for pain and 
fever in 8 343.!%(b)(l) and the antacid 
indications in 9 331.30(b). (See comment 
47 above.) 

31. The labeling for products 
containing acetaminophen with antacid 
(acetaminophen and antacid 
combinations). provided for in 
recommended 8 343.20(d)(5) and 

designated 0 343.20(b)(l) in this 
ntative final monograph, is being 

nodified to include a statement of 
dentity and the revised indications 

labeling in 5 343.60. (See comment 47 
above.) 

32. The agency is including in 5 343.00 
proposed professional labeling on the 
use of aspirin, buffered aspirin, or 
aspirin in combination with an antacid 
in the prevention of myocardial 
infarction in patients with a previous 
infarction or unstable angina pectoris. 
The agency is also proposing to 
incorporate labeling on the use of 
aspirin and buffered aspirin without 
sodium for transient ischemic attacks. 
(See comments 49 and 50 above.) 

A number of other professional 
labeling indications also are being 
proposed in 0 343.80(a) of the tentative 
final monograph. The agency is aware 
that some manufacturers have included 
statements in the labeling of their 
internal ana!gesic-antipyretic drug 
products that advise consumers to see 
their doctor for other (or new) uses of 
aspirin (or name of product). Such 
information may be beneficial to 
consumers, and the agency has no 
objection to a general statement of this 
‘ype being included in the labe!ing of 

)TC internal analgesic-antipyretic drug 
Jroducts. The agency is also aware that 
Iformation about these other uses of 

these products has appeared in 
newspapers and magazines and on 
television avd radio. The agency is 
concerned that consumers may read or 
hear this information and self-medicate 
with an OTC drug product for one of 
these conditions without consulting with 
their doctor. Consumers should not self- 
medicate with an OTC analgesic- 
antipyretic drug product for any of these 
profmsional indications, and use for any 
of these conditions should be only under 
a doctor’s supervision because serious 
side effects may occur. The agency 
believes that it is important that any 
information provided to cozumers . 
about other (professior.a!) uses of these 
products be accompanied by a 
countarbaiancing statement that the 
consumer should not use the product for 
more than 10 days (consistent with the 
allowable OTC labeling being proposed 
in this tentative final monograph) 
without consulting their doctor because 
serious adverse effects may occur. 
Examples include possible bleeding and 
stroke. 

Based tipon these new uses of aspirin 
and recognizing the evolving nature of 
this issue, the agency is proposing the 
following optional statement in this 
tentative final monograph: “Sze your 
doctor for other uses of (insert name of 
ingredient or trade name of product], but 
do not use for more than 10 days 
without consulting your doctor because 
serious side effects may occur.” The 
agency believes that such information 
should be provided to consumers in the 
most effective manner and should be 
prominently displayed in labeling so 
that it may readily be seen and 
understood. At this time, the agency is 
proposing this as optional (allowable) 
labeling. The agency invites comment on 
this statement or other alternative 
labeling, appropriate placement in 
labeling, and whether the 10 day 
limitation on use should be an integral 
part of any such statement. The agency 
also invites comment on whether this 
information should be part of the 
required labeling for these products. 

33. The agency is not adopting the 
liver warning in 3 343.50(c)(5)(i), but is 
proposing that one of tile following 
overdose warnings appear on all 
acetaminophen products to follow those 
general overdose warnings required in 
0 330.1(g) (21 CFR 330.1(g)): for products 
labeled for adults (3 343.5o(c)(l)(iii)), 
“Prompt medical attention is critical for 
adults as we!! as for children even if you 
do not notice any signs or symptoms” or 
for products labeled for children 
(3 343SO(c)(2)(iii)), “Prompt medical 
attention is critical even if you do not 
notice any signs or spn~ptorns.” For 
products labeled for both adulls and 

children, the warning for adults will 
apply, as described in 9 343.50(c)(3). 
(See comment 25 above.) 

31. The agency has reclassified 
nethapyrilene fumarate from Category 
III to Category II as an OTC analgesic, 
antipyretic. and antirheumatic adjuvant 
ingredient. A tentative final rule for 
nighttime sleep-aids, published in the 
Federal Register of June 13.1978 (43 FR 
25544). proposed to place me thapyrilene 
in Category II because of preliminary 
studies implicating this drug as a 
carcinogen, or a carcinogen synergist 
with nitrates, in rats. However. at that 
time, the studies were too preliminary to 
support a definitive finding of 
carcinogenici?y for methapyrilene that 
would necessitate its immediate 
removal from al! products in the OTC 
drug market. 

On May 1, 1979, the agency received 
an interim report from the National 
Cancer Institute (NCI) regarding 
carcinogenicity studies performed with 
methapyrilene at the Frederick Cancer 
Research Center. The results of these 
studies have been published by Lijinsky. 
Reuber, and Blackwel! (Ref. 1). The NC1 
interim report stated that methapyrilene 
is a potent carcinogen in rats and must 
be considered a potential carcinogen in 
man. FDA reviewed this report and 
concurred wi!h its conclusions. In June 
1979. the agency initiated a recall letter 
to all manufacturers holding an 
approved new drug application (NDA) 
for products containing methapyrilene. 
This voluntary recall has eliminated 
drug products containing methapyri!ene 
from the marketplace. Products 
containing methapyrilene are now 
considered to be misbranded under 
section 502 of the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 352) and 
“new drugs” under section 201(p) of the 
act (21 U.S.C. 321(p)). 

The agency received no comments on 
mdhapyrilene fumara te. which was 
classified as Category III by the Panel as 
an analgesic adjuvant. Based on the 
studies discussed above, the agency has 
reclassified methapyrilene fumarate 
from Category III to Category II- 

Keference 

(I) Lijinsky. W.. M.D. Reuber, and B.N. 
Biackwe!l, “Liver Tumors Induced in Rats by 
Chronic Oral Administration of the Common 
Antihistamine Methapyrilene 
1iydrochloride. ” Science. 209817-819.1950. 

35. The agency is expanding the 
Panel’s recommended warning on 
sa!lcy!ale allergy in 0 343.50(c)(6) 
(redesignated fi 343.50(c) (I)(V) and 
(Z)(v)) to include aspirin in an effort to 
assure that consumers, most of whom 
are apt to be familiar with aspirin. xvii! 
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understand that aspirin is also a 
salicylat? and that the allergic reaction 
that they may associate with aspirin is a 
salicylate allergy and can be caused by 
any of the ingredients in this drxg group. 

36. The Panel was concerned with the 
effects of aspirin cr carbaspirin calcium 
on increasing duration of labor, 
changing hemos!a!ic mechanisms in the 
newborn and increasing maternal blood 
loss (42 FR 35~liJ. The latter may be a 
hazard particularly ir? premature labor 
and thus at any lime during the last 3 
months of pregnancy. For these reasons, 
the Panel concluded that there is a 
potential hazard to the use of aspirin 
dur:&g pregnancy and recommended the 
fo!lowing warnjng on aI1 aspirin- 
containing products: “Do not take this 
product during the last 3 months of 
pregnancy except under the advice and 
supemision of a physician.” The agency 
received no cctzments on &is issue, but 
is expanding the Panel’s labeling 
reccmmenda tion to inform consumers of 
the reason for the isarning. In addition, 
in the Federal Register of December 3, 
1962 (47 FR 54750), the agency published 
a final rule tc amend the generai d-rug 
labeling provisions in Part 201 by adding 
new 5 201.63, which includes the 
following warning to pregnant and 
nursing women concerning the use cf 
GTC drugs that are intended for 
systemic absorption: “As with any drug, 
if you are pregnar.t or nursing a baby, 
seek the advice cf a health professional 
before using this product.” i3ecause of 
this more recent general warning, the 
agency is proposing that the following 
reVised warning follow Ihe warning 
required in 5 201.63(a): “IMPORTANT: 
Do not take this product during the last 3 
months of pregnancy unless directed by 
a doctor. Aspirin taken near time of 
delivery may cause bleeding problems 
in both mother and child.” 

37 After reviewing the conclusions 
stated in three Panel reports (Oral 
Cavity at 42 FR 22796, internal 
Analgesic at 42 FR 35376, and Topical 
Analgesic, Antirheumatic. Otic, Burn. 
and Sunburn Prevention and Treatmgnt 
at 44 FR 69845) concerning aspirin’s 
ability to exert a topical effect as wel! as 
the available data, the agency 
concluded that there are not sufficient 
data available to permit final 
classification of aspirin as a topical 
analgesic/anesthe!ic in the tentative 
final monograph for OTC oral health 
care drug products, published in the 
Federal Register of January 27, 1988 (53 
FR 2436). In that tentative final 
monograph. the agency deferred the 

* 

systemic effectiveness of aspirin in a 
chewing gum dosage form for the relief 
of many kinds of pain including sore 

throat to this ru!e.making (5WR 2442). 
Although the topical analge!& effec! of 
aspirin Is not being specifically 
addressed in this rulemaking. the agency 
tentatively accepts the conclusion of the 
majority of the Oral Cavity Pace1 end 
the internal Analgesic Panel that aspirin 
in a chewing gtim base is safe for the 
relief of sore throat pain when labeled 
with adequate directions and warnings 
against misuse. 

Although the Internal Anaigesic Panel 
concluded that the topical effect of 
aspirin or any analgesic in 2 chewing 
gum dcsz.ge form has not been 
adequately tested for the treatment of 
sore throa! pain, it found the marketing 
of an OTC ana!gesic in a chewing gum 
formulation acceptab!e for its systemic 
analgesic effect if the product provides 
the minimum effective dose (325 to 650 
mg aspirin!dose) and is labeled 
according to the Panel’s proposed 
monograph. The Panel also stated its 
concern a bout the possibility of oral 
mucosal damage and the effect of 
aspirin on b!ood clo!ting after ora! 
surgery or tor.sil!ectomy and 
recorr.mended that the labeling of such 
prodact fi>rmula tiGns include the 
warning. “Do r.0: take this produci for at 
least 7 days after tonsillectomy or oral 
surgery except under the advice and 
supervision of a physician.” The Panel 
further recommended that aspirin for a 
local topical effect be deferred to the 
Oral Cavity Panel for evaluation (42 FR 
35376). 

Tine Oral Cavity Panel conciuded that 
OTC anesthetic/ana:gesic ingredients 
are useful for the treatment of the 
symptoms of occasional minor sore 
throat and mouth but was dit-ided in its 
concIusions about the safety and 
effectiveness of aspirin as an 
anesthetic/analgesic ingredient for 
tcpical use on the mucous membranes of 
the mouth and throat (47 FR 22769 and 
22796). The majority of the Panel 
concluded that aspirin incorporated in a 
chewing gum base is safe and effective 
as an OTC anesthetic/analgesic 
ingredient for topical use on the 
mucuous membranes of the mouth and 
throat. However. the minority of the 
Panel concluded that there were 
insufficient data available to permit 
final classification of the safety and 
effectiveness of aspirin as an OTC 
anesthetic/analgesic ingredient. The 
minority of the Panel had reservations 
about the safety cf topically applied 
aspirin used in the oral cavity and 
beiieved that aspirin has no known 
topical anesthetic or analgesic activity. 
It also believed that any analgesic effect 
from aspirin applied topically in the oral 
cavity is ul!imately due to systemic 

absorpti3a and not to topical 
a-pplication. Both the majority and 
mincriiy of the Panel concluded that 
aspirin should not be used fotlowing 
oE;cra!ive procedures of the mouth or 
tic.roa 1. 

Because the agency is aware that 
aspirin increases b!eeding time ant1 
ifihibits platelet aggregation (42 FR 
35381 and 47 FR 22797) and because 
aspirin-related hemorrhage after oral 
surgery and tonsillectomy is a wei1 
documen!ed occurrence (Refs. I, 2. and 
3). the agency agrees wifh both the 
Internal Analgesic and Oral Cavity 
Panels that aspirin in a chewing gnrn 
form or chewable tablet form shculd not 
be used for at least 7 days after oral 
surgery or tonsi!lectomy (42 FR 35377 
and 47 FR 22798 and 22801). The agency 
is therefore proposing the foI:owing 
warning for these dosage forms of 
aspirin: “Do not take this product for at 
least 7 days after tonsillectomy or oral 
surgery unless directed by a doctor.” 

Xeferesxes 

(1) Hersh. R.A.. “A Clinical Study 
Comparing the Incidence of Postopern!ive 
2leeding in Patients Using Saiicy!ata 
Coataining Analgesics Versus 
Fi\:xldrr.inophen Ar,a!,oesics,” The Btillctk cf 
the Bersen Comty Derricl Society, 403-G and 
16. 1974. 

(2) Rcuter. S.H., and W.W. hlantcgomery, 
“Aspirin vs Acetaminophen After 
ToEsi!lnc!orny.” Archives of Oto!eqm&cgy, 
42:~3&217.136% 

[3) Singer. R.. “Acetylsalicylic Acid: A 
Probable Cause for Secondary Tonsillectomy 
Hemorrhage.” Archives of Otoloryngolo2y, 
42:i9-20 1935. . 

38. Section 201.31d(21 CFR201.3ld) 
sets forth certain labeling requirements 
regarding warnings on OTC drug 
products containing salicylates and 
statements of policy on labeling such 
drugs. Several provisions of 8 201.314 
may be superseded by the requirements 

established in several OTC drug final 
monographs (e.g., internal analgesic, 
external analgesic, and averindulgence 
in alcohol and food). When those 
monographs are finalized, the agency 
will revise the appropriate portions of 
5 201.314. in addition. the agency may 
inccrporate some of the requirements of 
Q 201.314 into the appropriate 
monographs. 

In addition. the agency is proposing to 
remove paragraph (a)(~) of § 310.201 and 
reserve paragraph (aj(1) for future use. 
The provisions of 2 3lc.2ol(a](1) will be 
superseded by the re+rements of the 
internal analgesic final monograph- For 
the same reason. those pcrtions of 
Q 0 369.20 and 369.21 applicable to 
saiicyla tes and acetamincFhea 3re also 
proposed for removal. 
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The agency has examined the 
conomic consequences of this proposed 
lIemaking in conjunction with other 
ules resu!!ing from the OTC drug 

review. In a notice published in the 
Federal Register of February 8,1983 (48 
FR 5806)~ the agency announced the 
availability of an assessment of these 
economic impacts. The assessment 
determined that the combined impacts 
of all the rules resulting from the OTC 
drug review do not constitute a major 
rule according to the criteria established 
by Executive Order 12291. The agency 
iherefore concludes that no one of these 
rules, including this proposed rule for ’ 
OTC in!ernal analgesic, antipyretic, and 
antirheumatic drug products. is a major 
rule. 

The economic assessment also 
concluded that the overall OTC drug 
review was not likely to have a 
significant economic impact on a 
substantial number of small entities as 
defined in the ReguIatory Flexibility Act, 
Pub. L 96-354. That assessment 
included a discretionary Regulatory 
Flexibility Analysis in the event that an 
individual rule might impose an unusual 
or disproportionate impact on small 
entities. However, this particular 
rulemaking for OTC in?ernaI anailgesic, 
3ntipyretic. and an!irhel:matic drug 
jroducts is not expected tp pose such an 
.mpact on small businesses. Therefore, 
:he agency certifies that this proposed 
rule, if implemented, will not have a 
significant economic impact on a 
substantial number of small entities. 

The agency invites public ccmment 
regarding any impact that this 
rulemaking would have on OTC internal 
analgesic, antipyretic, and antirheumatic 
drug products. Types of impact may 
include, but are not limited to, costs 
associated with product testing, 
reIabeling. repackaging, or 
reformulating. Comments regarding the 
impact of this rilemaking on OTC 
internal analgesic, antipyretic, and 
antirheumatic drug products should be 
accompanied by appropriate 
documentation. Because the agency has 
not previously invited specific comment 
on the economic impact of the OTC drug 
review on internal analgesic, 
antipyretic, and antirheumatic drug 
products, a period of 180 days fr;om the 
date of pubiication of this proposed 
rulemaking in the Federal Register will 
be provided for comments on this 
subject to be developed and submitted. 
The agency will evaluate any comments 
and suppor!ing data that are received 
and wi!I reassess the econo.mic impact 
?f this rulemaking in the preamble to the 
final xlc. 

The agency has determined that under 
21 CFR 25.24(c)(6) this action is of a type 
that does not individually or 
cumulatively h3ve a significant effect on 
the human environmen 1. Therefore. 
neither an environmental assessment 
nor an environmental impact statement 
is required. 

Sectiol-.s 34%50(c)(l)(G)(A) and 
343.m(c)(Z)fviii)(.) of this proposed rule 
contain collection of irlformation 
requirements. As required by section 
3504(h) of the Paperwork Reduction Act 
of 1980. FDA has submitted a copy of 
this proposed ru!e to the Office of 
Management and Budget (OMB) or its 
review of these collection of information 
requirements. Other orgar,lzations and 
individuals desiring to submit comments 
on the collection of information 
requirements shocld direct them to 
FDA’s Dockets Management Branch 
(address above) and to the Office of 
Information and Regulatory Affairs, 
OMB. Rm. 3208. New Executive Office 
BIdg.. Washington, DC 20503. Attn: 
Shannah Koss. 

Interested persons may, on or before 
May 16. 1989. submit to the Dockets 
Management Branch (HFA-335), Food 
ind Drug Admini s!ra!iorl Rm. 4-62, 5600 
Fishers Lane, Rockville. MD 20857, 
written comments, objections, or 
reques!s for oral hearing before the 
Commissioner on the proposed 
regulation. A request ior an oraI hearing 
must specify points to bs covered and 
time requested. Written comments on 
the agency’s economic impact 
determination may be submiited on or 
before May 16.1989. Three copies of all 
comments, objections. and requests are 
to be submitted. except that individuals 
may submit one copy. Comments, 
objections, and requests are to be 
identified with the docket number found 
in brackets in the heading of this 
document a&d may be accompanied by 
a supporting memorandum or brief. 
Comments, objectior,s, and requests 
may be seen in the office above between 
9 a.m. and 4 p.m., Monday through 
Friday. Any scheduled oral hearing wiil 
be annou;?ced in the Federal Register. 

Interested persons, on or before 
November 16.1989. may also submit in 
wri!ing new data demonstrating the 
safety and effectiveness of those 
conditions not c!assified in Category I. 
Written com.ments cn the new data may 
be submitted on or before January 16, 
19SO. These dates are consistent with 
the time periods specified in the 
agency’s final rule revising tha 
prccedural rogulations for reviewing and 
classifying OTC drugs, published in the 
Federa Register cf September 29, 1981 

(46 FR 47730). Three copies of all data 
and comments on the data are to be 
submit ted, except that individuals may 
submit one copy, and all data and 
comments are to be identified with the 
docket number found in brackets in the 
heading of this document. Data and 
comments should be addressed to the 
Dcckets Management Branch (HFA-305) 
(address above). Received data and 
comments may also be seen in the office 
above between 9 a.m. and 4 p-m.. 
Monday through Friday. 

In establishing a final monograph, the 
agency will ordinarily consider only 
data submitted prior to the closing of the 
administrative record on January 16, 
1990. Data submitted after the closing of 
the administrative record will be 
reviewed by the agency on!y after a 
final monograph is published in the 
Federal Register unless the 
Commissioner finds good cause has 
been shown that warrants earlier 
consideration. 

List of Subjects 

21 CFR Part 310 

Administrative practice and 
procedure, D r-uzs, Prescription 
exemgiicn. . 

21 CFR Part 343 

Internal analgesics. Labeling, Over- 
the-counter druis. 

21 CFR Part 289 

Labeling, Over-the-counter drugs, 
Warning and caution statements. 

Therefore, under the Federal Food, 
D,ug, and Cosmetic Act and the 
Administrative Procedure Act, it is 
proposed that Subchapter D of Chapter I 
of TitIe 21 of the Code of Federal 
Rgulations be amended as follows: 

PART 3l0--NEW DRUGS 

1. The authority citation for 21 CFR 
Part 310 is revised to read as follows: 

Authority: Sets. 501, 502, 503. 505, 701, 704, 
X15,52 Stat. 1049-1053 as amended, 1055-1056 
as amended. 67 Stat. 477 as amended, 52 Stat. 
1057-1058 (21 U.S.C. 351. 352. 353,355. 371. 
374, 375); 5 USC. 553; 21 CFR 5.10 and 5.11. 

g 3 10.201 fAmended1 

2. In Subpart C, 5 310.201 Exemptian 
for certain drugs limited by new-drug 
opplica lions to prescription sale is 
amended by removing paragraph (a)(l) 
and reserving it. 

3. Fart ~43 is added to read as foIIo:\‘s: 
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PART 343~-INTEF?P;AL ANALGESIC, 

ANTIPYRETIC, AND ANTtRHEUMATlC 

DRUG FRODUCTS FOR OVER-THE- 

COUNTER HUMAN USE 

S&pact A-General Provisiorts 

Sec. 
343.1 Scope. 
343.3 Definitions. 

Subpart B--Active Ingredients 
343.10 Ar.a!gesic-antipyrctic active 

ingredients. 
343.20 Permitted combin3tions of active 

ingredien!s. 

I&part C-Labeling 

343.50 Labeling of analgesic-antippretic 
drag products. 

~3 SO Labelin of permitted combinations 
of active ingredients. 

343.S Professional labeling. 

Subpart D-Testing Prccedures 

343.90 Dissslution Testing. 
.~uthor'.ty:Secs.2Ol(p).502.505. 701.52 

Stat.1041-1042 as amended. 1050-1053 as 
amended. 1055-1656 as amended by 70 Stat. 
919 and 72 Stat. 343 (21 U.S.C. 321(p), 352. 355, 
371): 5 u.S C 553; 21 CFR 5.10 and 5.11. 

Subpart A-Gerxral Fro&ions 

4 343.1 Swpe. 

(a) An over-the-ccunter t?na!gesic- 
antipyrctic drus product in a form 
suitab!c for oral administration is 
gen,ora:ly recogitized as safe and 
effec!ive and is not ‘misbranded if it 
meets each or’ the conditions in this part 
in addition to each of the general 
conditions established in $ 333.1 of this 
chapter. 

(b) Referen ces in this part to 
regzfatcry sections of the Code of 
Federa: Regulations are to Chapter I of 
Tit!e 21 unless otherwise Roted. 

5 343.3 Definitions. 
As used in this part: 
Analgesic-antipyretic drug. An agent 

used to alleviate pain and to reduce 
fever. 

Subpart B-Active ingredients 

$ 343.10 Analgesic-zntipyretic active 
ingredients 

The active ingredients of the product 
consist cf any of the following when 
used within the dosage limits 
established for each ingredient in 
5 343so(d): 

(a) Acetaminopheil. 
(b) Aspirin ingredients. (I) Aspirin. 
(2) Buffered aspirin. Aspirin identified 

in paragraph (b)(l) cf this section may 
be buffered vgith any antacid 
ingredient(s) identified in 5 351.11 of this 
chapter provided that the Enished 
product contains at least 1.9 
:nilliequivalen!s of acid-neutraiizing 

capacity per 325 milligrams of aspirin in 
accordance with 0 331.26 of this chapter. 

(c) Carbaspirin calcium. 
(d) Choline saficylate. 
(e) hlagnesium salicyla te. 
(f)%?odium salicylate. 

fj h&O ’ P~~~ii~eed,~~mbinatlons of act%@ 
ing~edier.ts. 

2’ 4 Analgesic and diuretic 
‘combinations. Any analgesic identified 
in 8 343.10 or any combination of 
rna!gesics identified in Q 343.20(a) may 
be combined with any diuretic identified 
in 4 357.1012 of this chapter provided the 
product bears labeling indications in 
accordance with 3 357.I%O(b) of this 
chapter. 

The following combinations are 
permitted provided each active 
ingredient is present within the 
established dosage limits and the 
product is labeled in accordance M;ith 
0 343.60. Combinations containing 
aspirin must also meet the standards of 
an acceptab!e dissolution test. as set 
forth in 3 343.93. 

Subpart C--Labeling 
-* 

5 343.50 Lzbeling of analgesic-antipyretic 
drug products. 

(a) Combinations of acefaminophen 
with other analgesic-onti~yretic active 
ingredients. Acetaminophen identified 
in 9 343.10(a) may be combined with any 
one ingredient !isted below provided 
that each dose of the product contains 
325 to 5OQ miliigrams acetaminophen 
and the amount of the other ingredient 
as follows and provided that the product 
is not fabe!ed for use by children cnder 
12 years of age: 

(1) Aspirin 325 to 5W milligrams. 
(2) Carbaspirin calcium 414 to 637 

niliigrams. 
(3) Choline sa!icy!ate 435 to 669 

mil!lgrams. 
(4) Magnesium sa:isyIate 377 to 580 

milligrams. 
(5) Sodium saficylate 325 to 500 

milligrams. 
(b) Combinations of ana Igesic- 

ontipyz-etic active ingredients with 
nonanalgesic-nonantipyretic active 
ingredien k-(l) Acetaminophen and 
antacid combinations. Acetaminophen 
identified in 5 343.10(a) may be 
combined with any antacid ingredient 
identified in 5 331.11 of this chapter or 
any combination of antacids permitted 
in accordance with 8 331.10(a) of this _-- - 

(a) Statement of identity. The labeling 
af the product contains the established 
name of the drug, if any, and identifies I 
the product as a “pain reliever” or 
“analgesic (pain reliever).” If the 
product is also labeled to include the 
indication “to reduce fever,” then the 
statement of identity of the product 
consists of the established name of the 
drag. if zny, and identifies the product 
as a “pain reliever-fever reducer” or 
“analgesic (pain reliever)-antipS;retic 
(fever reducer).” 

J , fi) kdications. The labeling of the 
product states. under tfle heading 
“indications,” any of the phrases fisted 
in this paragraph, as appropriate. Other 
truthful and nonmisleading statements, 
describing only the indications for use 
that have been established in this 
paragraph (b), may also be used, as 
provided in 0 X?O.i(c)(Z) of this chapter 
subject to the provisions of section 502 
cf the act relating to misbranding and 
the prohibition in section 301(d) of the 
act against the introduction or delivery 
for introduction into interstate 
commerce of unapproved new drugs in 
vio .tion of section 505(a) of the act. 

i/” 
(1) For prodacts containing any 

’ ingredient identified in § 343.10. “For the 
temporary relief of minor aches and 
pains” [which may be followed by one 
or more of the following: (“associated 

chapter provided that the finished 
product meets all the requirements of 
5 331.10 of this chapter and bears 
labeling indications in accordance with 
Fj 343.50(b)(z). 

4 with” (select one or more of the 
following: “a cold, ‘* “the common cold,” 
“sore throat,” “headache.” “toothache,” 
“muscular aches.” “backache.” “the 
premenstrual and menstrual periods” 
(which may be followed by: 
“(dysmenorrhea).‘*) or “premenstrual 
and menstrual cramps” (which may be 
fof!owed by: “[dysmenorrhea)))“. (“and 
for the minor pain from arthritis”), and 
(“and to reduce fever.“)J 

(2) Analgesic-antipJtic and cougi#- 
cold combinations. See 8 341.40 of this 
c apter. 

4 * (3) Aspirin and antacid combinations. 
Aspirin identified in 5 343.10(b)(l) may 
be combined with any antacid 
ingredient identified in 5 331.11 of this 
chapter or any combination of antacids 
permitted in accordance with 0 331.10(a) 
of this chapter provided that the finished 
prodcct meets the requirements of 
6 331.10 of this chapter, is marketed in a 
fcrm intended for ingestion as a 
solu?ion, and bears labeling indications 
in accordance with 5 343.60(b)(4). 

(2) For products labeled only for 
children z years to under 1.2 years 0-f 
age. “For the temporary relief of minor 
aches and pains” [which may be 
fof!owed by: (“associated with” (select 
one or more of the following: “a cold.” 
“the common cold.” “sore throat,” 
“headache.” or “toothache”)) and/or 
(“and to reduce fever.“)] 
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PART 343~IMTERNAL ANALGESIC, 
P . 

APr’TIPYRETIC, AND ANTIRHEUMATiC 
DRUG FRODUCTS FOR OVER-THE- 
COUNTER HUMAN USE 

Subpart A-General Provisions 

S2C. 

343.1 Scope. 
343.3 Definitions. 

capacity per 325 milligrams ii aspirin in 
accordance with Q 331.26 of this chapter. 

(c) Carbaspirin calcium. 
(d) Choline salicylate. 
(e) h<agnesium salicyla te. 
(f).Sodium salicylate. 

5 &k!*O ‘L$i&i$ed c&binations of actb2 
-‘iJ ~ 

ingredients. 

-44) Analgesic and diuretic 
‘/combinations. Any analgesic identified 
in 8 343.1G or any combination of 
analgesics identified in 8 343.20(a) may 
be combined with any diuretic identified 
in § 357.1012 of this chapter provided the 
product bears labeling indications in 
accordance with 5 357.1060(b) of this 
chapter. 

Subpart l3-Active lngred+nts 

343.10 Analgesic-antipq-retie active 
ingredknts. 

343.20 Permitted combinations OF active 
ingredien!s. 

E&part C-Labeling 

343.50 Labeling of analgesic-antipyretic 
drug products. 

G3.60 Labeling of permitted combinations 
of active ingredients. 

343.8~ Professiona labeling. 

Subpart D-Testing Prccedures 

343.90 Dissolution Testing. 
Authority: Sets. 201(p), 502. 505. 701. 52 

Stat. 1041-1042 as amended, 10~0-1053 as 
amended, 1055-lC56 as amended by 70 Stat. 
919 and 72 Stat. 348 (21 U.S.C. 321(p). 352, 3.55. 
371); 5 USC. 553; 21 CFR 5.10 and 5.11. 

Subpart A-General Provisions 

(a) An over-the-ccunter ana!gesic- 
antipyretic &rug product in a form 
sui ta b!e for oral aclminis tra tion js 
generally recognized as safe and 
effective and is not misbranded if it 
meets each of the conditions in this part 
in addition to each of the general 
conditions establis$ed i.tl 8 333.1 of this 
chapter. 

.(b) References in fhis part to 
regulatory sections of the Code of 
Federal Regulations are to Chapter I of 
Title 21 unless otherwise noted. 

5 343.3 Definitions. 

As used in this part: 
Analgesic-antipyretic dreg. An agent 

used to alleviate pain and to reduce 
fever. 

Subpart B-Active Ingredients 

4 343.10 Ana!gasic-antipyretic active 
ingredients. 

The active ingredients of the product 
consist of any of the following when 
used within the dosage limits 
estabIished for each ingredient in 
4 343.50(d): 

(a) Acetaminophe;). 
(b) Aspirin ingredients. (1) Aspirin. 
(2) Buffered aspirin. Aspirin identified 

in paragraph (b)(l] of this section may . . er - - 

ingredient(s) identified in $ 331.11 of this 
chapter provided that the finished 

O? bu!Iered with any antacid 

product contains at Icast 1.9 
.=ilI:cquivalents of acid-neutraiizing 

The following combina ticns are- 
permitted provided each active 
ingredient is present within the 
established dosage limits and the 
product is labeled in accordance with 
$ 3?13.t~. Combinations containing 
aspirin must also meet the standards of 
an acceptab!e dissolution test, as set 
forth in 8 343.~~. 

(a) Combinations of acetaminophen 
with other analgesic-antipyretic active 
ingredients. Acetaminophen identified 
in 4 343.10(a) may be combined with any 
one ingredient !isted below provided 
that each dose of the product contains 
325 ‘to 500 miliigrams acetaminophen 
and the amount of the other ingredient 
as follows and provided that the product 
is not labeled for use by children under 
12 years of age: 

(1) Aspirin 325 to 500 milligrams. 
(2) Carbaspirin calcium 414 to 637 

milligrams. 
(3) Choiine salicy!ate 435 to 669 

milligrams. 
(4) Magnesium saiisylzte 377 to 580 

miiligrams. 
(5) Sodium salicylate 325 to 500 

mi!ligram.s. 
(b) Combinations of analgesic- 

an tipyretic active ingredients with 
nonanalgesic-nonan tipyretic active 
ingredients-+l) Acetaminophen and 
antacid combinations. Acetaminophen 
identified in 5 343.10(a) may be 
combined with any antacid ingredient 
identified in Q 331.11 of this chapter or 
any combination of antacids permitted 
in accordance with 8 331.10(a) of this 
chap!er provided that the finished 
product meets all the requirements of 
8 331.10 of this chapter and bears 
labeling indications in accordance with 
5 xwo(b)(z). 

5 331.10 of t?lis chapter, is marketed in a 
fcrm intended for ingestion as a 
solution. and bears labeling indications 
in accordance with 5 343.60@):4). 

(2) Analgesic-antrtic and cough- 
co/d combinations. See $ 341.40 of this 
c apter. 

P 1 (3) Aspirin and antacid combinations. 
Aspirin identified in 5 343.10(b)(l) may 
be combined with any antacid 
iE:gredieni identified in 5 331.11 of this 
chapter or any combination of antacids 
permit!ed ii accordance with 0 331.10(a) 
of this chapter provided that the finished 
prcduct meets the requirements of 

Sut3part C-Labeling 

3 343.50 Lzbeling of ana~Jesic-anIipyretic 
drug products. 

(a) Statement of identity. The labeling 
sf the product contains the established 
na.me of the drug, if any, and identifies 
the product as a “pain reliever” or 
“analgesic (pain reliever).” If the 
product is also labeled to include the 
indication “to reduce fever,” then the 
statement of identity of the product 
consists of the established name of the 
drug, if any, and identifies the product 
as a “pain reliever-fever reducer” or 
“a.nalgesic (pain reliever)-antjpyretic 
(‘eyer reducer).” 
/$fi) Indications. The labeling of the 
prcduct states, under the heading 
“1 &ica!tior.s,” any of the phrases listed 
in this paragraph, as appropriate. Other 
truthful and r,onmis!esding statements, 
describing only tie indications for use 
that have been established in this 
paragraph (b], may also be used, as 
provided in 5 ~~o.I(c)!z) of this chapter, 
subject to the provisions of section 502 
cf the act relating to misbranding and 
the prohibition in section 301(d) of the 
act against the introduction or delivery 
for introduction into interstate 
commerce of unapproved new drugs in 
vio ‘tion of section 505(a) of the act. 

#?, /” (1) For products containing any 
ingredient identified in § 343. IO. “For the 
temporary relief of minor aches and 
pains” [which may be followed by one 
or more of the following: (“associated 

ewith” (select one or more of the 
following: “a cold. ‘* “the common cold.” 
“sore throat,” “headache,” “toothache,” 
“muscular aches,” “backache,” “the 
premenstrual and menstrual periods*’ 
(which may be fol’lowed by: 
“(dysmenorrhea).“) or l ‘premens trual 
and menstrual cramps” (which may be 
fol!owed by: “(dysmenorrhea)))“, (“and 
for the minor pain from arthritis”), and 
(“and to reduce fever.“]] 

(2) For products labeled only for 
children 2 years to under 12 years of 
age. “For the temporary relief of minor 
aches and pains” [which may be 
fol!owed by: ( “associated with” (select 
one or more of the following: “a coId.” 
“the common cold.” “sore throat.” 
“headache.” or “toothache”)) and/or 
f “and to reduce fever.“)] 



Vol. 53 .’ No. 2.~1 / 1988 / Proposed Ruks 

(3) For produck con!cining 
trcetnmirwp.'ren as identified;.? 
$343.10(a). The term “flu” ma_v be ad&d 
to the indications identified in 
paragraphs (b) (I) and (2) abo\re. 

(41 Olner required slaLemenls---(i) For 
products labekd onIy for children 2 to 
undo; 32 years of !ge contcining any 
irr2redienC identified in 5 343.10. (A) The 
labeling of the product cwtains. OR the 
principal display pane!, either of the 
follo\Ving: 

(I) “Children’s (trade name of product 
or g,oneric name of ingredient(s)). ” 

(2) “‘(Trcde name of product or generic 
mrne o/ ingredien!(s)) for Children.” 

(8) The labeling for adults in 
5 313.50(d) and the statement “Children 
2 to under 12 years of age” in 
3 313.50(d)(3)jii) are not required. 

(ii) FCW prodxts labeled only for 
acz’u!ta con!akning any ingredient 
identified in 9 343.10 and any 
czm bina tion iden rified in 2 343.2U. (A) 
The labeling of the product contains, on 
the principal display pax!. either of the 
fn!lo;ving: 

(1) ‘*P,clu!t’s (trade? name ofpruducf or 
zeneric nome of ingredient(s)). ” 

(2) ‘(Trade name of prod:& or gewric 
110ie5(? of ingredieni{s,i) for adults. ” 

(B) The labeling for children in 
3 %3.50(d) and the word “Adults” ir: 
3 xxx(d)(s)(i) are no! required. 

(C) The product s?odd not con!ain 
any Ijbciing for children under 12 years 
of agz except ti;e following statement 
under the heading “Directions,” 
“Children under 12 years of age: consult 
a doctor.” 

(c) Warnings. The labeling of the 
prodilct contains the following 
statements under the heading 
“Warnings.” If applicable, warnings 
may be combined to eliminate 
duplicative words or phrases so the 
resu!ting warning(s) are clear and 
understandable. 
, ./il) For products labeled for adults-(i) 
For produck containing any ingredient 
in $343.10. “Do not take this product for 
pain for more than 10 days or for fever 
for more than 3 days unless directed by 
a doctor. If pain or fever persists or gets 
worse, if new sympto@s occur, or if 
redness or swelling is present, consu!t a 
doctor because these could be signs of a 
serious condition.” 

(ii] For products conlain;q any 
ingredient in 9 343.10 and labeked for the 
relief of sore throat pain. “If sore throat 
is severe, persists for more than z days, 
is accompanied or followed by fever, 
headache, rash, nausea, or vomiting. 
consult a doctor promptly.” 

(iii) For products conlainjns 
accf a.xinophcn idcnlified in 3 343. IO(a). 
7-h;: following s~a!cment must follow the 
s:c-ni-r;rl warning identified in 5 330.1(g) 

of this chapter:?&ompt medical 
atiention is critical for adults as n-ell as 
for chlidren even if you do not notice 
ar]‘y signs or symptoms.” 
. (iv) Fcr prodsrcts cot? taining asp:iin or 

carbasDirifz cclciam ideiltiiid i-3 

$3 343.j0 (b/’ and (cl. (A) %o not take 
this product if you are allergic to aspirin 
or if you ha-.re asthma unless directed by 
a doctor.” 

‘i' 
.‘(B) The following warning must follow 

the general warning identified in 
Q 201.63ja) of this chapter: 
“IMPORTANT: Do not take this product 
tittring the last 3 months of pregnaqcy 
unless directed by a doctor. Aspirin 
taken near the time of delivery may 
“cause bleeding problems in both 
mother and child.” 

(C) For products in c chew-able dosage 
form. ‘Qo not take this product for at 
least 7 days after tonsillectomy or oral 
surgery unless directed by a doctor.” 

(v) For products con raining aspirin, 
carbaspirin calcium, choline salicylale, 
magnesium saIicyIate, or sodium 
salicylate identified in fig 343.20 (b,I, (c), 
[d). (e], end (f}- (A) “lf ringing in the ears 
or a loss of hearing occurs, consult a 
doctor before taking any more of this 
product.” 

(R) “Do not take this product if you 
have stomach problems (such as 
heartburn, upset stomach, or stomach 
pain) that persist or recur, or if you have 
ulcers or bleeding prob!ems, ti~:less 
directed by a doctor.” 

( C) “Drug inkrae lion Precaution. Do 
not take this product if you are taking a 
prescription drug for anticoagulation 
(thinning the b!ood), diabetes, gout, or, 

7 
thritis unless directed by a doctor.” 
(vi) For products con Gaining choline 

salicyiate. magnesiwn salicyla te, or 
sodium salicylate identified in 3 343.10 
(dj. (e). and(f). *‘D o not take this product 
if you are aliergic to sa!icylates 
(including aspirin) unless directed by a 
doctor.” 

(vii ) For products containing 
magnesium salicylale identified in 
3 343.10(e) in an amount more than SO 
millr’equivalents of magnesium in the 
recommended daily dosage. “Do not 
take this product if you have kidney 
disease unless directed by a doctor.” 

(B) For prodxts co1;tuiT?ing more than 
5 miIliequivalenCs (125 milligrams) 

soci~trnr in r/w maximum recommended 

dai!y dosage. “Do not take this product 

(viii) For products ccntaining sodium 
saficyiate ident<fied in $343.lO(fl---(A) 
For products containing 0.2 
milliequivalent (S n:iIligrcms) or higher 
of sodium per dosage unik The labeling 
of the product contains the scdium 
content per dosage unit (e.g., tablet, 
teaspoonful) if it is 0.2 mi!!iequivalat (5 
milligrams] or higher. 

&2) For product: lubeled for children 2 
years lo under 12 years of age--(i) For 
prodticts containing any ingredienl in 
$343.10. “Do not give this product for 
pain for more than 5 days or for fever for 
more than 3 days unless directed by a 
doctor. If pain or fever persists or gets 
worse, if riew symptoms occur, or if 
redness or sweliing is present, consult a 
doctor because these could be signs of a 
serious condition.” 

(ii) For produck containing aay 
ingredien: in 3 343.10 and labeled for the 
relief of sore Chroal pain. “If sore throat 
is severe, persists for jnore than 2 days, 
is accompanied or followed by fever, 
headache, rash, nausea, or vomiting, 
consult a doctor promptly.” 

(iii] For products con!aining 
acetamjnophen identified in § 343.10(a). 
The following statement must follow the 
general warning identified in 5 330.1(g) 
of this chapter: “Prompt medical 
attention is critical even ii you do not 
notice any signs or symptoms.” 

(iv) For products co.? raining aspirin or 
carbaspirin calcium identified in 
5 343.12 (b) and (c)A-4) “Do not give this 
product to children who are allergic to 
aspirin or who have asthma unless 
dirxted by a doctor.-’ 

(3) for products i:l a c,$ervabIe dosage 
jf-W-Rl. “Do not give this product for 2t 

\ 

least i’ days after tcnsiilectorny or oral 
surgery un!ess directed by a doctor.” 

. (v) For products containing aspirin, 
carbaspirin calcium, choline saiicylate. 
magnesium salicylate, or sodium 
saZicy/a le identified in 5 343.10 (b], (c), 
[d): [e), and(f). (A) “lf ringing in the ears 
or a loss of hearing occurs, consult a 
doctor before givir?g any more of this 
product.” 

(8) “Do not give this product to 
children who have stomach problems 
(such as heartburn, upset stomach, or 
stom%h pain) that persist or recur, or 
who have ulcers or bleeding probiems, 
unless directed by a doctor.” 

(vii) For prodcc!s co~~taining 

mag:lesium salicy-Icte identi1Ye.d in 
5 343.10(e) in or1 amount more than 50 
n;il!;e?r!ivclier:ts of uiagnesium in :i:tr 

(C) “Drug Interaction Frecaution. )Do 
not give this product to children who are 
taking a prescription drug for 
an,ticoagula tion (thinning the blood). 
dpbe tes. gout. or arthritis unless 

9 
erected by a doctor.” 

1 (vi) For products containing choline 
salicylate, magnesium sa!icyla&e, or 
scdium salicyla te identified in 3 343.10 
(d). (e), and(f). “D o not give this product 
to children who are allergic to 
salicylates (including aspirin) unless 
directed by a doctor.” 
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D!REcrror\ts-Ccn!inued Children 9 to under 11 yesrs of age: Oral 
dosage is 408.8 to 517.5 .mi!llgrams every 
4 hours wh%ynptcms persist. not to 
exceed 5 doses or 2,587.S mi!ligrar;ls in 
2.4 hours. Children 6 to ur,der 9 years of 
age: Oral dosage is 4~~2 r;liI!igrams 
every 4 hOGiS while symptoms persis!, 
not to exceed 5 doses or 2.073 milligrams 
in 24 hcurs. Childrer! 4 to under 6 xears 

of age: Oral dosage is 393.6 milligrams 
e-derJ’ 4 hours while syG&ms persist. 
not !c exceed 5 doses or 1,552.~ 
miliigrams in 24 hours. Children 2 to 
nnder 4 sears of age: Oral dosage is 
X%.-4 milligrams every 4 boors whi!e 
sym~foms persist, not to exceed 5 doses 
cr 1,035 milligrams in 24 hours. Chiidren 
under 2 years: Consuit a doctor. The 
dosage schedule above is fo!lowed by 
“or as directed by a doctor.” 

(51 For-orcducts ccntainhg choi!ne 
sclicyiaie i&x tified in 5 5%. IO(d). 
Aduits: Oral dosage is 435 to e7o 
mii!&rams et-ery 4 hours or 4.35 ts 669 
mii!i,cra;ns every 3 hours or 870 to 1,333 
milligra.ms every 6 hours, while 

symptoms persist, not to exceed 5,352 
milligrarzs ic 24 hoers. Children 1.1 to 
under 12 years of a ge: Oral dosage is 430 
to 652.5 milligrams every 4 hours whi!e 
symptoms persist, net tc exceed 5 doses 
or 3X2.5 milligrams in 24 hours. 
Children 9 to under 11 pears of age: Oral 
dcsage is 430 to 543.8 miiligrams every 4 
hours iyhile symptoms persist, not to 
exceed 5 doses or 2,719 milligrams in 24 
horn--s. Children 6 to under 9 years of 
age: Oral dosage is 430 mi!!igranzs every 
4 hours while symptoms persist, not to 
exceed 5 doses or 2,175 milligrams in 24 
hours. Children 4 to under 6 yesrs of 
age: Oral dosage is 322.5 mi!!igrams 
every 4 hours while symFto,ms persist, 
not to exceed 5 doses cr 1.632-S 
milligrams in 24 hours. Chifdren 2 to 
under 4 years of age: Oral dosage is 215 
milligrams every 4 hours while 
symptoms persist, not to exceed 5 doses 
or 1,1.X7.5 milligrams in 24 hours. 

Children under 2 years: Consult a 
doctor. The dosage scheduIe above is 
followed by “or as dire&cd by a 
doct,-r.” 

recommended daily dosage. “Do not 
o children who have 

directed by a 

(t-iii) For products cofi taizing scdium 
sa/icy!ate idenlifjed in J ~3. IO!~)---(A) 

Fcr prc~~‘x:s co.?tcining 0.2 
n;iIJieqLrivalent (5 milIigrams) cr higher 
cf sodium per dosage unit. The labeling 
of the product contains the sodium 
content per dosage unit (e.g., lablet. 
teaspoonful) if it is 0.2 milliequivalent (S 
milligrams) or higher. 

(9) For prcduck contaifiing more then 
5 mi’l,;ieq~ivalents (125 miiligrcms) 
sodium in the maxkum recommended 
daily dosage. “Do net give this product 
to children who are on a sodicm 
restricted diet unless directed by a 
doctor.” 

(3) For products la beled bo h\ for 
c&lts and for children 2 years to under 
12 years of age. The labr!ing of the. 
product contains the warnings identified 
in § 333.50(c)(l) except that the warning 
in 5 343.5O(cj(l)ji) is replaced wi?h the 
fo!!owing: “Do not take this product for 
pain for more than 70 days (for adults) 
or 5 days (fcr children], and do not take 
for fever for more than 3 days unless 
directed by a doctor. If pain cr fever 
persists or gets worse. if new syn?ptoms 
occur, or if redness or SK-efling is 

-qscn!, co;2sul? a doctor because these 
*’ ’ e signs of a serious condition. Do 

)” 
ive tSis product to children for the 
of arthritis unless directed by a 

.tor.” 
(d) Cirections. The labeling of the 

product contains the fcllowing 
statements under the heading 
“Directions.” 

(1) “For products labeled only for 
childre.? 2 years to under 12 years of 
uge. ” The dcsage information for 
children in paragraphs (d) (2). (4), (5). 
and (6) of this section should be 
converted to directions that are easily 
understood by the consumer. For 
example, the number of 8O-milligram, or 
81-milligram. or 325-milligram dosage 
units corresponding to the children’s 
doses in paragraph (d)(2) of this section 
can be expressed in the labeling as 
fof lows: 

DiRECTIONS 
--l_- I 

Age (years) 

Number ol 
eo-mg of 

1 ! 

Number of 

e1-mg ’ 325-mg ’ 

dosage dosage 

untts unG 

----- - -----t--- - 

-t------- 

1 1 to unde: 12 .._.__________. 

’ hse may be repea!ed eve?{ 4 hours whiie 
symptoms perasl, up ta fox tmes a day or as 
d:rected by a doctor. 

(2) P-cr produ.c:s containing 
ccetcminophen, czpirL~, or sodium 
salkyiate identjfied in 2 3~. lo(a), (5), 
and(f). Adults: Oral dosage is 325 to 650 
miI!igrams every 4 hours or 325 to 500 
milligrams every 3 hours or 650 to i.MXl 
milligrams eve.7 6 hours, while 
symptoms persist, not to exceed 4,~ 
milligrams in 24 hours, or as directed by 
a doctcr. Children II to under 12 years 
of age: Oral dosage is 320 to 457.5 
milligrams every 4 hours while 
symptorrs persist, no! to exceed 5 dcses 
or 2.G7.5 milligrams in 24 hours. 
Children 9 to under II years of age: Oral 
dosage is 323 to 406.3 milligrams every 4 
hours rv>i!e symptoms persist, not to 
exceed 5 doses or 2.031.5 milligrams in 
24 hours. Children 6 to under 9 years of 
age: Oral dosage is 320 to 325 milligrams 
every 4 hours while symptoms persist, 
not to exceed 5 doses or 1.625 milligrams 
in 24 hous. Children 4 to cnder 6 years 
of age: Oral dosage is 240 to 243.8 
miNgrams every 4 hours while 
symptoms persist, not to exceed 5 doses 
or 1.219 miiligrams in 24 hours. Children 
2 to under 4 years of age: Oral dosage is 
160 to 162.5 milligrams every 4 hours 
ivhile symptcms persist, not to exceed 5 
doses or 812.5 milligrams in 24 hours. 
Children under 2 years: Consu!t a 
doctor. The dosage schedules above are 
followed by “or as directed by a 
doctor.” 

(3) Fcr products contoirring aspirin, 
carbaspirin calcium. choline salicylcte, 
magnesium salicylate. or sodium 
salicyia !e idefltified in 9 3tf3.lo;b). (c) 
(Cl, (e). and (fi intended fgr oral 
administration as a solid dosage form. 
(i) “Adults: Drink a full glass of water 
with each dose.” 

(ii) “Children 2 to under 12 years of 
age: Drink water with each dose.” 

(4) For products containlig 
carbospirin caicium identified in 
§~~.Y.zo(c). Adults: Oral dosage is 414 to 
828 milligrams every 4 hours or 414 to 
637 milligrams every 3 hours or 828 to 
1.274 milligrams every 6 hours, while 
symptoms persist, not to exceed 5.096 
milligrams in 24 hours. Children 11 to 
under 12 years of age: Oral dosage is 
408.8 to 621 milligrams every 4 hours 
while symptoms persist, not to exceed 5 
doses or 3,105 milligrams in 23 hours. 

(6) For prodxts conlaimkg 
magnesium saikylate. identified in 
3 343.1@(e). Dosages are based or. the 
te tra hydrate form of magnesium 
sa!icyla!e. Adults: Oral dosage is 377 to 
754 mil!igrams every 4 hours or 377 to 
580 milligrams every 3 hours or 754 to 
1,160 mi!!igrams every 6 hours, while 
symptoms persist. not to exceed 4,640 . 
milligrams in 24 hours. Children 11 to 
under 12 years of age: Oral dosage is 
372.4 to 65.5 milligrams every 4 hours 
while symptoms persis!, not to exceed 5 
doses or 2.827.5 milligrams in 24 hours. 
Children 9 to under II years of age: Oral 
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dosage is 372.4 to 471.3 milligrams every 
4 hours while symptom9 persist, not to 
exceed s doses or 2.356.~ milligrams in 
24 hours. Children B to under 9 years of 
age: Oral dosage is 372.4 milligrams 
every 4 hcxxs while symptoms persist, 
not to exceed 5 doses or 1,285 milligrams 
ir. 24 hours. Children 4 to under 6 years 
of age: Oral dosage is 279.3 miliigrams 
every 4 hours while symptoms persist, 
not to excsed 5 doses or 1,414 milligrams 
in 24 hours. Children 2 to uuder 4 years 
of age: Oral dosage is 185.2 milligrams 
every 3 hours while symptoms exist, not 
to exceed 5 doses or 942.5 milligrams in 
24 hours. Chi!dren under 2 years of age: 
Consult a doctor. The dosage schedule 
above is followed by “cc as directed by 
a doctor.” 

(e) The word “physician” may be 
substituted for the word “doctor” in any 
of the labeling statements in this 
section. 

( f) Optional statement. For products 
conkining as@irin, carbaspirin calcium, 
choline salicylate, magnesium 
salicylate, or sodium salicyla te 
identified in J 343.10 (b), (c), (d), (e). ond 
(1). The labeling may state in a 
prominent place the following 
statement: “See your doctor for other 
uses of’ [insert name of ingtedient or 
trade name of product]“. but do not use 
for more than 10 days without 
consulting your doctor because serious 
side effects may occur.” 

9 343.60 Labeling of permitted 
combinations of active ingredients. 

Sta tkments of identity, indications, 
warnings, and directions for use, 
respectively, applicable to each 
ingredient in the product may be 
combined to eliminate duplicative 
words or phrases so that the resulting 
information is clear and understandable. 

(a) Statement ofidentity. For a 
combination drug product that has an 
established name, the labeling of the 
product states the established name of 
the combination drug product, followed 
by the statement of identity for each 
ingredient in the combination, as 
established in the statement of identity 
sections of the applicable OTC dr!g 
monographs. For a combination drug 
product that does not have an 
established name, the labeling of the 
product states the statement of identity 
for each ingredient in the combination, 
as estabiished in the statement of 
identity sections of the zpplicab!e OTC 
drug monographs. 

(b) Indications. The labeling of the 
product states, under the heading 
“indications,” the indication(s) for each 
ingredient in the combination, as 
established in the indications sections of 
t:)c applicable OTC drug monographs, 

unless otherwise stated in this 
paragraph (b). Other truthful and 
nonmisleading s!atements, describing 
only the indications for use that have 
been established and listed in this 
paragraph may also be used. as 
provided in $ 330.1(c)(2) of this chapter. 
subject to the provisions of section 502 
of the act relating to misbranding and 

the prohibition in section %1(d) of the 
act against the introduction or delivery 
for introduction into ir,terstate 
corn-merce of unapproved new drugs in 
violation of section 505(a) of the act. 

(I) For permitted combinations 
identified in J 343.20(a). The indications 
in 6 333.50(b)(l) shou!d be used. 

(2) For permitted combinations 
identjfied in $3~3..?oo(I). The 
indications are the following: “For the 
temporary relief of minor aches and 
pains with” (select one or more of the 
following: “heartburn.” “sour stomach,” 
or “acid indigestion”) (which may be 
followed by: “and upset stomach 
associated with” (select one of the 
following, as appropriate: “this 
symptom” or “these symptoms.“)) 

(3) For permitted combinations 
identified in § 343..?o[b)(Z}. The 
indications in $ 331.85 of this chapter 
should be used. \ 

(4) For permit ted corn bina tions 
identified in 9 343.20(b)(3). The 
indications are the fo!lowing: “For the 
temporary relief of minor aches anti 
pains with” (select one or more of the 
following: “heartburn. ” “sour stomach,” 
or “acid indigestion”) [which may be 
followed by: “and upset stomach 
associated with” (select 0p.e of the 
following, as appropriate: “this 
symptom” or “these symptoms”)] and 
“Also may be used for the temporary 
relief of minor aches and pains alone” 
[which may be followed by one or more 
of the following: (“such as associated 
with” (select one or more of the 
following: “a cold, ” “the common cold,” 
“sore throat,” “headache,” “toothache.” 
“muscular aches,” “backache,” “the 
premenstrual and menstrual periods’* 
(which may be followed by: 
“(dysmenorrhea)“) or “premenstrual and 
menstrual cramps” (which may be 
followed by: “(dysmenorrhea)“))), (“and 
for the minor pain from arthritis”), and 
(“and to reduce fever.“)] 

(5) For permitted combinations 
identified in 3 343..?0[b)(4). The 
indications in 0 357.1050(b) of this 
chapter should be used. 

(c) Warnings. The labeling of the 
product states, urtder the heading 
“Warning9,” !he warning(s) for each 
ingredient in the combination, as 
established in the warnings sections of 
the applicable OTC drug moncgraphs. 

(d) Directions. The labeling of the 
product state s, under the heading J@@4 
“Directions,” directions that conform to 
the directions established for each 
ingredient in the directions sections of 
the app!icable OTC drug mcnographs, 
unlzss otherwise stated in this 
paragraph (d). When the time intervals 
or age limitations for aclmInistra!ion of 
the individual ingredients differ. the 
directions for the combination product 
may not exceed any maximum dosage 
limits established for the individual 
ingredten ts in the applicable OTC drug 
monograph. 

(1) For prodxts containing permitted 
combinations identified in 3 343.,%?(a)- 
(i) When each ingredient is present in 
the minimum allowabke amount. Adults: 
Oral dosage is every 4 hours while 
symptoms persist, not to exceed 6 doses 
in 24 hours or as directed by a doctor. 
Chi!dren under 12 years of age: Consult 
a doctor. 

(ii) When either ingredient is present 
in an amount above the minimum 
aIlo!yable quantity. Adults: Oral dosage 
is every G hours while symptoms persist, 
not to exceed 4 doses in 24 hours or as 
directed by a doctor. Children under 12 
years of age: Consult a doctor. 

(e) Optional labeling statements for 
permit ted corn binations identified in 
J 343.2O[b][3,). The labeling may state 
“Contaics buffering ingredients.” The 
labeling may also contain the statement 
in 5 343.50(f). I 

Q 343.80 Professional labeling. 

The labeling of a product provided to 
health professionals (but not to the 
general public) may contain the 
following statements: 

(a) For products containing aspirin, 
carbaspirin calcium. choline salicylate, 
magnesium salicylate, or sodium 
saficyiate identified in $343. IO (b), (c), 
(d), (e), and ifj except those buffered 
with sodium. “For rheumatoid arthritis. 
juv%nile rheumatoid arthritis, systemic 
lupus erythematosus, osteoarthritis 
(degenerative joint disease), ankylosing 
spondylitis, psoriatic arthritis, Reiter’s 
syndrome, and fibrositis.” 

(5) For products containing aspirin 
identified in 2 343.10(b) except those 
buffered with sodium. The labeling 
states, under the heading “ASPIRIN 
FOR TRANSIENT ISCHEMlC 
ATTACKS.” the following: 

"'fndicolion: 

For reducing the risk of recurrent Iransient 
ischcmic attacks (TIA’s) or stroke in men 
who have had trarzsien! &hernia of the brain 
due !o fibrin platelet emboli. There is 
inadequate evidence that aspirin or bufFered 
aspirin is effective in reducing TM’s in 
v.omen at the recommended dosage. The;e is ‘: 

I 
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no evidence that aspirin or buffered aspirin is 3 of benefit in the treatment of completed 
rakes in men or women. 

tlinicol Trials: 

The indication is supported by the results 
of a Canadian study (1) in whi& 585 patients 
with threatened stroke were fo!!owed in a 
randomized clinical trial for an average of 26 
months to determine whether aspirin or 
sulfinpyrazone. singly or in combination was 
superior to placebo in preventing transient 
ischemic attacks. stroke. or death The study 
showed that, although sulfinpyrazone had no 
statistically significant effect aspirin reduced 
the risk of continuing transient ischemic 
attacks. stroke. or death by 19 percent end 
reduced the risk of stroke or death by 31 
percent. Another aspirin study carried out in 
the United States with 178 patier.ts, showed a 
statistically significant number of “favorable 
oulcomes.” including reduced transient 
ischemic attacks, stroke, and death (2). 

Precautions: 

Patients presenting v:ith signs and 
symptoms of T!A’s should have a complete 
medical and neurologic evaluation. 
Consideration should be given to other 
disorders that resemble TIA’s. Attention 
should be given to risk factors: it is important 
to evaluate and treat. if appropriale. other 
diseases associated with TIA’s and stroke. 
such as hypertension and diabeies. 

Concurrent administration of absorbable 
antacids at therapeutic doses m2y increase 
the clearance of salicylates in some 

1 

individuals. The coi;current administration of 
nonabsorbable antacids may alter the rate of 
absorption of aspirin. thereby resu!:ing in a 
decreased acetylsalicylic acid/saiicylate 
ratio in p!asma. The clinical significance of 
these decreases in available aspirin is 
unknown. 

Aspirin at dosages of 1.000 milligrams ner 
day has been associated with small increases 
in blood pressure. blood urea nitrogen. and 
serum uric acid !eve!s. It is recommended 
that patients placed on long-term aspirin 
treatment be seen al regular intervals to 
assess changes in these measurements. 

Adverse Reactions: 

At dosages of 1.000 milligrams or higher of 
aspirin per day, gastrointestinal side effects 
include stomach pain. heartburn. nausea 
and/or vomiting, as we!! as increased rates of 
gross gastrointestinal bleeding.” 
(Other applicable warnings related to the use 
of aspirin as described in f 343.50(c) may 
also be included here.) 

ilosage and Administration: 

Adult oral dosage for men is 1,300 
milligrams a day, in divided doses of 650 
milligrams twice a day or 3~5 milligrams four 
times a day. 
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(c) For products con t ohin; aspirin 
identified in J 343.lo(b) or permitted 
combinations identified in § 343.2o(bj(3). 
The labeling states. under the heading 
“ASPIRIN FOR MYOCARDIAL 
INFARCTION,” the f&owing: 

“Indication 

Aspirin ie indicated to reduce the risk of 
death and/or non-fatal myocardial infarction 
in patients with a previous infarction or 
unstable angina pectoris. 

Clinical Trials 

The indication is supported by the results 
of six large, randomized multicenter. placebo- 
controlled studies involving 10.818. 
predominantly male. post-myocardial 
infarction (MI) patients and one randomized 
placebo-controlled study of 1.266 men with 
unstable angina (l-7). Therapy with aspirin 
was begun at intervals after the onset of 
acute MI varying from less than 3 days to 
more than 5 years and continued ior periods 
of from less than 1 year to 4 years. in the 
unstable angina study, treatment was started 
within 1 month after the onset of unstable 
ar.gina and continued for 12 weeks, and 
patients with complicating conditions such as 
congestive heart failure were not included in 
the study. 

Aspirin therapy in MI patients was 
associated with about a m-percent reduction 
in the risk of subsequent death and/or non- 
fatal reinfarction. a median absolute 
decrease of 3 percent from the 12- to ZZ- 
percent event rates in the placebo groups. In 
aspirin-treated unstable angina patients the 
reduction in risk was abcut 50 percent. a 
reduction in the event rate of 5 percent from 
the la-percent rate in the placebo group over 
the 12-weeks of the study. 

Daily dosage of aspirin in the post- 
myocardial infarction studies was 3%) 
milligrams in one study and 900 to 1.500 
miliigrams in 5 studies. A dose of 325 
milligrams was used in the study of unstable 
angina. 

Adverse Reactions 

Gas train tes tin al Reactions 

Doses of 1.000 milligrams per day of aspirin 
caused gastrointestinal symptoms and 
bleeding that in some cases were clinically 
significant. In the lamest post-infarction 
study (the Aspirin M;oc&dial Infarction 
Study (AMIS) with 4.500 people), the 
percentage lncidences of gastrointestinal 
symptoms for the aspirin (1,000 milligrams of 
a standard. solid-tablet formulation) and 
placebo-treated subjects. respectively, were: 
stomach pain (14.5 percent; 4.4 percent); 
heartburn (11.9 percent 4.8 percent): nausea 
and/or vomiting (7.6 percent; 2.1 percent); 
hospitalization for gastrointestinal disorder 
(4.8 percent; 3.5 percent). In the AMIS and 
other trials. aspirin-treated patients had 
increased rates of gross gastrointestinal 
bleeding. Symptoms and signs of 
gastrointestinal irritation were not 
significantly increased in subjects treated for 
unstable angina with buffered aspirin in 
solution.” 

UControlled Trial of Acetylsalicylic Acid m me 

“Cardiovascular and Biochemical 

In the AMIS trial. the doiage of 1.000 
milligrams per day of aspirin wag associated 
with s,mell increases in systolic blood 
pressure [BP) (average 1.5 to 2.1 millimeters) 
and diastolic BP (0.5 to 0.6 millimeters). 
depending upon whether maxima! or last 
available readings were used. Blood urea 
nitrogen and uric acid levels were al30 
increased, but by less than 1.0 milligram 
percent. 

Subjects with marked hypertension or 
renal insufficiency had been excluded from 
the trial so that the clinical importance of 
these observations for such subjects or for 
eny subjects treated over more prolonged 
periods is not known. It is recommended that 
patients placed on long-term aspirin 
treatment even at doses of 300 milligrams per 
day. be seen at regular intervals to assess 
chsrGes in these measurements. 

Sodium, in Bu,vered Aspirin for Solution 
Formuktions 

One tab!et daily of buffered aspirin in 
soluiion adds 553 milllgrems of sodium to 
&at in the diet 2nd may not be tolerated by 
patients with active sodium-retaining states 
such as congestive heart or renal failure. This 
amount of sodium adds about 30 percent lo 
the TO- to NO-milliequivalents intake 
Ruggested as appropriate for dietary 
treatment of essential hypertension in the 
“1934 Report of the Joint National Committee 
on Detection, Eva!aa!ion. and Treatment of 
High Blood Pressure” (8). 

Dosqe end Administ,-ation 

Although most of the studies used dosages 
exceeding 300 milligrams. 2 trials used only 
330 miI1igram.s and pharmacologic data 
indica!e that this dose inhibits platelet 
function fully. Therefore, 300 milligrams or a 
conventions! 3~5 rni!!igram aspirin dose is a 
reasonable. routine dose that would minimize 
gastrointestinal adverse reactions. This use 
of aspirin applies to both solid, oral dosage 
forms (buffered and plain aspirin) and 
buffered aspirin in solution. 
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9 343.90 DIssofution Testing. 

(a) Acetcminophen and as;ririn 
tab!e:s. Acztaminophen and aspirin 
tablets msst meet the dissolution 
standard fcr ace!amir.ophen and aspirin 
tablets as contained in U.S.P. XXI at 
page 14. 

(c) Aspii-ifl d.9fGjVd-ft?/eGse copsu!es 
al:d aspirin de&red-releas- tabkts. 

(b) Xs~i.+ cupsc!es. Aspirin capsules 
must meet :he dIssolntion standard for 
aspirin capsules as contained in U.S.P. 
XXI at page 77. 

Aspirin delayed-release capsules and 
aspirin delayed-release tablets must 
meet the disso!ution s!andard for aspirin 
delayed-re!ease capsules and aspirin 
delayed-release tablets as cor,tained in 
U.S.P. XXI Suppiement 3 at pages 1972 
and 1973, respectively. 

(d) Aspirin tabkfs. Aspirin tablets 
must meet the dissolution standard for 
aspirin tablets as con-taked in U.S.P. 
XXI Supplement 4 at page 2133. 

(e) Aspiriq alumi-rra. and magzesia 
toblets Aspirin in combkation with 
alumina azd magnesia in a tablet 
dosage form must meet the disso!ction 
standard for aspirin. alumina, and 
magnesia tablets as contained in U.S.P. 
-XXI Supplement 2 at pag:es 1812 and 
1813. 

(fl Euffered aspiS. tablets. Buffered 
aspirin tablets must meet the dissolution 
standard for buffered aspirin tabkts as 
contained in U.S.P. Xxi Supplement 4 at 
page 2131. 

4. The authority citation for 21 CFR 
Part 3% ccntinues to :ead es follows: 

PART 369-4NTERPRETATiVE 
STATEMENTS RE WAJWlfr’CdS ON 
BWUGS AND GEViCES FOR OYER- 
THE-COUNTEt% SkLE 

Authority: Sets. SGZ, 503. 506,507, 701, 52 
Stat. 1050-1052 as amended, 1055-1056 2s 

. -q 

amended, 55 S!at. e51, 53 Stat. 463 as 
; 

i 
emended (21 U.S C. X2. 353. 358, 357, 3711; 2, * 
CFR 5.10 and 5.11. 

5. In Subpart B, S 369.20 Drugs; 
recommended warning and caution 
statements is amended by removing the 
catty for “SALICYLATES, INCLUDL~G 
ASPIRIN AND SALICYLAMIDE 
(EXCEPT METHYL SALICYLATE, 
EFFERVESCEW SALICYLATE 
PREPARATIONS. AND 
PREPARATIONS OF 
AM INOSALICY LIC .4CID AND ITS 
SALTS).” 

5 360.2 1 [ kmexkd) 

6. In Subpar! B. $j 369.21 Drugs; 
warning and caution statements 
reqtiired by regulatior;s is amended by 
removing the entry for 
” ACETAhIINCPHEN (N-ACETY L-p- 
AMINO~HZ~OL).” 

J?ated: August 5,1cxx. 

Frank E. Yuurig, 
Cozrzissioner cf Food and Drugs. 
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